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ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) i 
SOURCE : 

DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION; 



3007:672662 CAPLUS 
147: 95709 

Preparation of oxabispidi nea for the treatment of 
cardiac arrhythmias 
Bjoere, Annika; Cladingboel, David 
Oleson, Christina; Ponten, FritioE 
Astrazeneca AB, Swed. 
PCT Inc. Appl . , 168pp. 
CO DEN : PIXXD2 
Patent 
English 



Kajanus, Johan; 
Strandlund, Gert 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




WO 2007069986 




Al 




20070621 




WO 2006- 


SE1426 




20061214 




AE , 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN. 


CO, 


CR, 


cu, 


cz, 


DE , 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 




KP, 


KR, 


KZ, 


LA, 


LC, 


LK. 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK, 




MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI , 


NO, 


NZ, 


0M, 


PG, 


PH, 


PL, 


PT, 


RO, 




RS, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


sv. 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 




TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


ZA, 


ZM, 


zw 














RW; 


: AT, 


BE, 


BG, 


CH, 


CY. 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI , 


PR , 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI , 


SK, 


TR, 


BF, 


BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GO, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 




KG, 


KZ, 


MD. 


RU, 


TJ, 


TM 






















PRIORITY APPLN. 


INFO. : 












SE 2005- 


2774 






A 20051215 



OTHER SOURCE (S) : 



MARPAT 147:95709 



R45 O R43 R41 

R 4- N / I NRl 
V/ R 4 «R<4r42 

R3 * 2 



H, 



Title compda. [I; Rl - (substituted) alkyl, COER7, CONRSaR5d , S02R9a; R2 , 
R3 - H, F, alkyl; R4 - alkyl, 6-membered (hetero) aryl , etc.; R5d > H, 
(substituted) alkyl, aryl, (substituted) heterocyclyl , etc.; R8a - H, 
(aubstituted) alkyl, alkoxy, etc.; R9a « (substituted) alkyl; R41-R46 - 



alkyl; Z - NR14aCOA, CONR14bB; R14a, R14b - H, alkyl; A - bond, 

(substituted) alkylene; B - (substituted) alkylene; E - O, S; with 

specific exclusions] , were prepared Thus, 
N- (4-cyanobenzyl) -2- (9-oxa-3,7- 

diazabicyclo(3 .3 . 1) non-3 -yl ) acetamide dihydrochloride (preparation 
given) , 



L4 ANSWER 1 OF 18 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
PhCH2CH2Br, and K2C03 were heated together in MeCN «L 60° for 66 h 
to give 76.2li N- (4 -cyanobenzyl ) - 2 - [7 (2-phenylethyl ) • 9-oxa -3 , 7- 
diazabicyclo [3 . 3 . l ) non-3 -yl ] acetamide . The latter showed o D10 value of 
7.1 for class III electrophysiol . potency in guinea pigs. 

IT 942280-90-2P 9422B1-6B-7P 942281-92-7P 
942281-95-0P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(uaes) 

(claimed compound; preparation of oxabispidines for the treatment of 

cardiac 

arrhythmias) 
RN 942280-90-2 CAPLUS 
CN INDEX NAME NOT YET ASSIGNED 



t -BUO- C- NH- CH2- CH 2 



- CH 2 ~ C~ NH- CH 2 



RN 942281-68-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



t-BuO-C— NH- CH 2 ~ CH 2 



Q 



N CH 2 -CH 2 -NH- 



RN 942281-92-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



t - BuO- C- NH- CH 2 ~ CH 2 



CH 2 ~ CH 2 ~ N- C— CH 2 - CH 2 



XX 
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— CN 

RN 9422B1-95-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 
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t - BuO— C— NH- CH 2 - CH 2 



- CH 2 - CH 2 - NH— C— CH 3 — CH 2 - 



REFERENCE COUNT: 
FORMAT 



■4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

oxabiopidineB . 
INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE i 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2006:1357092 CAPLUS 
146: 100735 

Process for the preparation of oxabispidine sulfonate 
salta via hydrogenolyais of N-protected 

Cladingboel, David; EnBor, Gareth 

Astrazeneca AB, Swed. 

PCT Int. Appl. , 90pp. 

C0DEN: PIXXD2 

Patent 

English 



APPLICATION NO. 



WO 2006137770 



WO 2006-SE690 



AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


F I , 


G8, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS , 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW , 


MX, 


MZ, 


NA, 


NO, 


NI , 


NO, 


NZ, 


OM, 


PG. 


PH, 


PL, 


PT, 


R0, 


RS, 


RU. 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SY r 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA , 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


ZW 
























AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI , 


FR, 


GB, 


GR, 


HU. 


IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL. 


PL, 


PT, 


RO. 


SE. 


SI , 


SK, 


TR, 


BF. 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN. 


GO. 


GW, 


ML, 


MR, 


HE, 


SN, 


TD, 


TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 























PRIORITY APPLN . INFO. 



OTHER SOURCE (S) : 



SE 2005-1427 



SE 2005-2771 



A 20050620 



A 20051215 



CASREACT 146:100735; MARPAT 146:100735 



N N N N 

/ \ / \ 

H DNHC0 2 Rl HOS0 2 R2 I R3 DNHC0 2 Rl H0S0 2 R 2 II 



Title compds. {I; Rl - (substituted) alkyl; D - alkylene; R2 = alkyl, 
perf luoroalkyl , (substituted) Ph) , were prepared by hydrogenolyais of 

Rl, R2 as above; R3 - protecting group labile to hydrogenat i on) in che 
presence of a solvent comprising H20, a C3-5 secondary ale, and 
2»15% of another organic solvent. Thus, [ 2- ( 7 -benzyl - 9 -oxa -3 , 7 
diazabicyclo(3 . 3 . 1] non-3 -yl> ethyl ) carbamic acid terc-Bu ester 
2 , 4 , 6- Crimethylbenzeneeul Conic acid salt wae hydi'ogenolyzed in 
isopropanol/H20 over Pd/C at 2.5 bar H2 and 55° for 1 h. The solution 
was filtered and the filtrate was combined with aqueous Na2C03 and then 
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ANSWER 2 OF IB CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
treated with 4- [ (2S) -oxiranylmethoxy] benzonitrile in isopropanol /PhMe 
followed by heating at 73° for 4 h and stirring at room temp, 
overnight to give 784 tert-Bu 2- [7- I (2S) -3 - (4 -cyanophenoxy) -2 - 
hydroxypropyl J -9-oxa-3 , 7-diazabicyclo [3.3. 1) non-3 -yl ) ethylcarbamate . 
335619-18-6P 872045-91-5P 

RL: IMF (industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(preparation of oxabispidine sulfonate salts via hydrogenolysis of 
N-protected oxabispidines) 
335619-18-6 CAPLUS 
Carbamic acid, 

N- (2- [7- [ (2S) -3- (4 -cyanophenoxy) -2 -hydroxypropyl) -9-oxa-3 , 7- 

diazabicyclo[3 .3 .l)non-3-yl] ethyl) -, 1, 1 -dirnethylethyl ester (CA INDEX 
NAME) 



IT 



CN 



Absolute stereochemistry. 




872045-91-5 CAPLUS 

Carbamic acid, N-[2-[7-(2- (4 -cyano-2 -f luorophenoxy) ethyl ) - 9-oxa-3 , 7- 
diazabicyclo{3.3.l)non-3-yl)ethyl} -, 1 , 1 -dirnethylethyl ester (CA INDEX 
NAME) 



L4 ANSWER 2 OF 18 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 

CRN 473584-04-2 
CMF C20 H31 N3 03 



k2 



CH2~ CH2~ NH- C— OBu - t 



CRN 3453-83-6 
CMF C9 H12 03 S 




REFERENCE COUNT : 
FORMAT 



THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



C - BuO— C- NH- CH 2 - CH 2 




473584-06-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of oxabispidine sulfonate salts via hydrogenolysis of 

N-protected oxabispidines) 
473584-06-4 CAPLUS 

Benzenesulfonic acid, 2 , 4 , 6 -trimethyl - , compd . with 1 , 1-dimethylethyl 
N- [2- [7- (phenylmethyl) -9-oxa-3 , 7-diazabicyclo 13 . 3 . Ij non-3 - 
ylj ethyl) carbamate (1:1) (CA INDEX NAME) 

CM 1 
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ACCESSION NUMBER : 
DOCUMENT NUMBER : 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S> : 
SOURCE : 

DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION : 



2006:1356558 CAPLUS 
146 : 100733 

Process for the preparation of sulfonic acid salts of 

oxabispidines via salification in an aqueous medium. 

Cheema, Lai; Cladingboel, David 

Astrazeneca AB, Swed . 

PCT Int. Appl . , 63pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




aq 


WO 2006137771 




Al 




20061228 




WO 2CI06-SE691 




20060612 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, EE, 


EG, 


ES, 


FI, 


GB, 


GD, 






GE , 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, KE, 


KG, 


KM, 


KN, 


KP, 


KR, 






KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, MD, 


MG, 


MK, 


MN, 


MW, 


MX, 






M2, 


NA, 


NG, 


NI , 


NO, 


KZ, 


OM, 


PG, 


PH, 


PL, PT, 


RO, 


RS, 


RU, 


SC, 


SD, 






SE, 


SG, 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


[2 




VC, 


VN, 


ZA, 


ZM, 


ZW 
























RW 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES ( FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, SE, 


SI, 


SK, 


TR, 


BF , 


BJ, 






CF, 


CG, 


CI , 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, NE, 


SN, 


TD, 


TG, 


BW, 


GH, 






GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















PRIORITY APPLN. 


INFO 














SE 2005-1426 






A 20050620 






















SE 2005-2773 






A 20051215 


RN 
CN 



OTHER SOURCE (S) s 



CAS REACT 146:100733; MARPAT 146:100733 



oepd . 



ANSWER 3 OF 18 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
pyridyl; R7 - H, alkyl, aryl (alkyl), heteroaryl (alkyl ) , etc.; R8 - H, 
alkyl, aryl (alkyl), heteroaryl (alkyl } , etc.; R9 .= H, alkyl, aryl (alkyl), 
etc.; A - bond, (aminosul fonyl - interrupted) alkylene, alkyleneamino, 
alkylenesulf onylamino, al kyleneami nosul fonyl ; alkyleneoxy; B = 
Z{ (C(O) )aCH(R13a) )b, Z ( C (O) ) cNRl 3b , etc.; Z -bond, (aminosu 1 fonyl - 
interrupted) alkylene; a, b, c - 0, 1; R13a = H; Rl3b «. H, alkyl; Rl3aR6, 
R13bR6 - alkylene; R2 = (substituted) alkyl; R3 - alkyl, perf luoroalkyl , 
(substituted) Ph] , were prepd . by treatment of an aq . dispersion of II 

1 

III; (variables as above) with a source of R3S03- (followed if necessary 

by adjustment of the pH to 3-8) and product isolation. Thus, 

3 -benzyl -9-oxa-3 , 7-diazabicyclo (3 .3.1] nonane di hydrochloride, 

2- (tert-butoxycarbonylamino) ethyl 2 . 4 , 6 - cr i methylbenzenesul f onate, and 

NaOH were stirred 12 h in PhMe at 65°, stirred at room temp, for 8 
h, left to stand for 24 h, heated to 65°, and the layers wen 
The org. layer was stirred with aq citric acid at 60° for 5 
and the aq . layer was sepd . and combined with the H20 and 
isopropanol-dild. first aq . phase at >70° followed by stirring for 
1 h at 75°, cooling to 41° over 4 h and stirring for 65 h to 
give 90% 

(7-benzyl-9-oxa-3, 7-diazabicyclo (3 .3 . l ] non-3 - yl ) ethyl ) carbamic 

acid tert-Bu ester 2 , 4 , 6 - trimethylbenzenesul f onic acid salt monohydrate. 
473584-06-4P 917898-1B-1P 

RL; IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(preparation of sulfonic acid salts of oxabispidines via ualification 

aqueous medium) 
473584-06-4 CAPLUS 

Benzenesulfonic acid, 2 , 4 , 6- trimethyl - , compd. with 1 , 1-dimethylethyl 
N- [2- [7- (phenylmethyl ) - 9-oxa-3 , 7-diazabicyclo {3 .3.1) non-3 - 
yl] ethyl] carbamate (1:1) (CA INDEX NAME) 

CM 1 



473584-04-2 
C20 H31 N3 03 



N N 

Rl .DNHC0 2 R HOSO2R 3 I 



CH 2 - CH 2 ~NH- C-OSu-t 



N N 

R 1 DNHC0 2 R I 1 



h 

N N 
R 1 H III 



CRN 3453-83-6 
CMF C9 H12 03 S 



Title compds. [I; Rl - H, protecting group, R6BCR4 R5A ; R4 » H, halo, 
alkyl, 0R7, ENR8R9; R4R5 - 0; R5 - H, alkyl; R6 - (substituted) Ph, 
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RN 917898*18-1 CAPLUS 

CN Benzenesulfonic acid, 2, 4 , 6-trimethyl - , compd. with 1 , 1-dimethylethyl 
N- [2- [7- (phenylmethyl) -9-oxa-3, 7 -diazabicyclo [3 . 3 . 1) non-3 - 
yl J ethyl] carbamate, hydrate (1:1:1) (CA INDEX NAME) 



CM 



473584-04-2 
C2Q H31 N3 03 



CH 2 ~ CH 2 - NH— C- OBu - 1 



CRN 3453-B3-6 
CMF C9 HI 2 03 S 
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ACCESSION NUMBER: 
DOCUMENT NUMBER : 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE i 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2006:1354313 CAPLUS 
146 : 100732 

Preparation of crystalline N,N' -di substituted 

oxabiepidines and their use as cardiovascular agents. 

Juppo, Anne; Steele, Gerald 

Astrazeneca AB, Swed . 

PCT Int. Appl., 60pp. 

CODEN: PIXXD2 

Patent 

Engl ish 



PATENT NO. 



APPLICATION NO. 



WO 2006137772 




Al 




20061228 




WO 2006- 


SE692 




20060612 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


DA, 


3B, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI , 


GB, 


GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


XL, 


IN, 


IS, 


JP. 


KE, 


KG, 


KM. 


KN , 


KP, 


KR, 




KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY , 


MA, 


MD, 


MG, 


MK. 


MN, 


MW, 


MX. 




MZ, 


NA, 


NG, 


NI , 


NO, 


NZ, 


OM, 


PG, 


PH. 


PL, 


PT, 


RO. 


RS, 


RU, 


SC, 


SD, 




SE, 


SG, 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN. 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 




VC, 


VN, 


ZA, 


ZM, 


zw 
























RW; 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI , 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 
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with provisos, having a surface area of <0.7 m2/g] , was prepd . Thug, 
tert-Bu 2- [7- ( (2S) -3- (4 -cyanophenoxy) - 2 -hydroxypropyl ] -9-oxo-3 , 7- 
diazabicyclo (3 . 3 . l) non-3 -yl ) ethylcarbamate (II) (prepn. given) was 
recrystd. from diisopropyl ether/isopropanol (10:2 vol . /vol . ) to give 
cryst. II having a mean surface area of 0.1659 m2/g. 

IT 33S619-1B-6P 

RL: PAC (Pharmacological activity) ; PRP (Properties) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; 
(Preparation) ; USES (Uses) 

(preparation of crystalline N , N ' 
their use as 

cardiovascular agents) 
RN 335619-16-6 CAPLUS 
CN Carbamic acid, 

N- 12- [7- [ (2S) -3- (4 -cyanophenoxy) -2 -hydroxypropyl ) -9-oxa-3,7- 

diazabicycloD . 3 . 1J non-3-yl] ethyl] -, 1 , 1-dimethylethyl ester (CA INDEX 
, NAME) 

Absolute stereochemistry. 
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R46 R42N 



Z— Y 
I 

R3 



of 



There is provided compds. of formula I, wherein Rl - (un ) subsc i cucod CI - 
alkyl; R2- H or (un) substituted Cl-4 alkyl; X - (un) substituted C2-4 
n-alkylene ; Y - (un) substituted Cl-6 n-alkylene; Z - a bond, O. C{0). 
etc.; R3 «■ (un) substi tuted Ph or heterocyclc; R41 to R46 ■ H or Cl-3 
alkyl, which compds. are useful in the prophylaxis and in the treatment 



arrhythmias, in particular atrial and ventricular arrhythmias. A process 
for preparing I is claimed. For example, II was prepared by reacting 

3. 5- DiCluoro-4- (2- (9-oxa-3 , 7-diazabicyclo (3 . 3 . 1) non-3- 
yl ) ethoxyj benzonitrile hydrochloride with tert-Bu (3- 

bromopropyl) carbamate . I were tested in a Rb+-efflux assay for detection 
of HERG channel blockers and were found to exhibit pIC50 values >4.5. 
IT 872045-91-SP, tert-Butyl 12- [7- 12- (4-cyano-2-f luorophenoxy) ethyl) - 
9-oxa-3, 7-diazabicyclo [3 . 3 . 1) non-3 -yl ) ethyl] carbamate 872046- 15 -6P 
, tert-Butyl (2- [7- (4 -cyanobenzyl ) -9-oxa-3 , 7-diazabicyclo [3.3.1] non-3 - 
yl] ethyl J carbamate 917226-84-7P 917226-88-1P 

917226-89-2P, tert-Butyl (2- [7- [2- (4 -cyano-2 - f luorophenoxy) ethyl ] - 

9-oxa-3 , 7-diazabicyclo (3 .3.1] non-3 -yl ) ethyl] carbamate maleate 

917226-97-2P, tert-Butyl {2 - ( 7- [ 2 - (4 -cyano- 2 , 6 - 

dif luorophenoxy) ethyl] -9-oxa-3, 7-diazabicyclo [3.3.1] non-3- 

yl] ethyl] carbamate 917226 -98 -3P, tert-Butyl (2- [7- [3 - (4 -cyano- 

2. 6 - dif luorophenoxy) propyl] - 9 -oxa -3 , 7-diazabicyclo [3 . 3 . 1] non-3 - 
yl] ethyl) carbamate 917226-99-4P, tert-Butyl (2- [7- {3- <4-cyano-2- 
f luorophenoxy) propyl ] -9-oxa-3 , 7-diazabicyclo (3 .3.1] non-3 - 

yl] ethyl) carbamate 917227-00-OP, tert-Butyl {2 - (7- £ (2S) -3 - (4 - . 
cyano-2, 6 -di f luorophenoxy) -2 -hydroxypropyl] -9 -oxa -3, 7- 
diazabicyclo[3 . 3 . 1] non-3-yl] ethyl J carbamate 9 17227 -01 -IP, 
tert-Butyl 

[2- (7- [ (2S) -3- (4 -cyano-2- f luorophenoxy) -2 -hydroxypropyl] -9-oxa- 

3. 7- diazabicyclo [3. 3 . 1] non-3 -yl] ethyl } carbamate 917227- 02 -2P, 
tert-Butyl [2- [7- [2- ( (4 -cyanobenzyl ) oxy] ethyl ] -9-oxa-3,7- 
diazabicyclo[3 .3 . l] non-3 -yl] ethyl ] carbamate 917227 - 03 -3P, 
tert-Butyl 

[2- (7- (2- (4 -cyanophenyl ) ethyl ] -9-oxa-3 , 7-diazabicyclo (3.3.1] non- 
3 -yl] ethyl] carbamate 917227-04 -4 P, tert-Butyl 
[2- (7- ((2S) -3- (4-cyanophenoxy) -2-methoxypropyl] -9-oxa-3.7- 
diazabicyclo[3 . 3 . 1] non-3 -yl ) ethyl ] carbamate 9 17227- 06 -6P, 
tert-Butyl [2- [7- [3 - { (4 -cyanophenyl ) sulfonyl] propyl] -9-oxa-3 , 7- 
diazabicyclo[3 . 3 . 1] non-3 -yl ] ethyl] carbamate 9 17227- 07 -7P, 
tert-Butyl (2- (7- [2- (2- (4 -cyanophenyl ) ethoxy] ethyl] -9-oxa-3,7- 
diazabi cyclo (3. 3. l]non- 3 -yl] ethyl] carbamate 9 17227- 09 -9P, 
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tert-Butyl (2 - [7- (3 - (4 - f luorophenoxy) -2 -hydroxypropyl ) - 9 -oxa -3,7- 
diazabicyclo [3.3. 1 ) non- 3 -yl] ethyl ] carbamate 917227- 10-2P, 
tert-Butyl {2- [7- (3- (4 -chlorophenoxy) -2 hydroxypropyl ] 9 -oxa 3,7- 
diazabicyclo[3 . 3 . 1) non-3 -yl lethyl ] carbamate 917227-H 3P, 
tert-Butyl [2- [7- (2 - (2- (4 -cyanophenoxy) ethoxy) ethyl ) • 9 -oxa 3,7 
diazabicyclo [3 . 3 . 1] non-3 -yl ] ethyl ] carbamate 917227 12 4P, 
tert-Butyl [ 2 - (7 - [ 2 - (4 - bromo- 2 - f luorophenoxy ) ethyl ) - 9 oxa-3,7- 
diazabicyclo [3 . 3 . 1 ] non - 3 -yl ] ethyl ] carbamate 917227- 13- 5P, 
tert-Butyl (2- (7- [3- (2, 4 -dicyanophenoxy) propyl] - 9- oxa -3 . 7- 
diazabi cyclo (3 .3.1] non-3-yl ] ethyl ] carbamate 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; new oxabispidine compds. for treatment of cardiac 
arrhythmias) 
67204S-91-5 CAPLUS 

Carbamic acid, N- [2- 17- [2 - (4 cyono-2- f luorophenoxy) ethyl ]• 9 oxa-3,7- 
diazabicyclol3.3.l]non-3-yl]ethyl] -, 1, l -dimethylethyl eater (CA INDEX 
NAME) 



t - BuO- C~ NH- CH 2 - CH 2 




872046-15-6 CAPLUS 

Carbamic acid, N- [2- [7- [ (4 -cyanophenyl ) methyl ] -9 -oxa -3 , 7 - 

diazabicyclo [3 .3. 1] non- 3- yl ] ethyl ] , 1 , 1-dimethylethyl ester (CA INDEX 

NAME) 



t - BUO" C- NH CH 2 ~ CH 2 



XT 



917226-84-7 CAPLUS 

Carbamic acid, N-(2-[7-[3- (4-cyanophenoxy) -2-f luoropropyl) -9 -oxa -3 , 7- 
diazabicyclo [3 .3 . 1] non-3 -yl] ethyl] - , 1 , 1 -dimethylethyl ester (CA INDEX 
NAME) 
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t -BuO- C- NH- CH 2 ~ CH 2 



n — ch 2 - ch- ch 2 - o — 



RN 917226 -B8-1 CAPLUS 

CN Carbamic acid, N- (2 - [7 - [2- (4 -cyano-2 - f luorophenoxy) ethyl ) - 9 -oxa -3 , 7- 
diazabicyclo (3 . 3 . 1] non-3 -yl ] ethyl) - , 1 , 1 -dimethylethyl ester, 
<2E> -2-butenedioate (1:1) (CA INDEX NAME) 

CM 1 

CRN 87204S-91-5 
CMF C22 H31 F N4 04 



t - BuO C- NH- CH 2 ~ CH 2 



CRN 110-17-8 
CMF C4 H4 04 



Double bond geometry as shown. 
„C0 3 H 



H0 2 > 



RN 917226-89-2 CAPLUS 

CN Carbamic acid, N- (2- [7- [2- (4-cyano-2- f luorophenoxy) ethyl ) - 9 -oxa -3,7- 
diazabi cyclo [3.3.1] non-3 -yl] ethyl] - , 1,1 -dimethylethyl ester, 
(2Z) -2-butenedioate (1:1) (CA INDEX NAME) 

CM 1 

CRN 872045-91-5 
CMF C22 H31 F N4 04 



Habte 
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t - BuO- C- NH — CH 2 - CH 2 



kz 



N CH 2 - CH 2 - O ^ 



Double bond geometry as shown. 



RN 917226-97-2 CAPLUS 

CN Carbamic acid, N- [2- 1 7- |2- (4 -cyano- 2 , 6 - di f luorophenoxy ) ethyl I 9-oxa-3,7- 
diazabicyclo(3.3.1]non-3-ylJethyl] -, 1 , 1 -dimethylethyl ester (CA INDEX 
NAME) 



t - BuO C- NH — CH3- CH 2 



RN 917226-98-3 CAPLUS 

CN Carbamic acid, N- [2- [7- [3- (4 -cyano-2 , 6 -d i f luorophenoxy ) propyl ] - 9 - oxa -3,7- 
diazabicyclo[3 .3 .l]non-3-yl] ethyl] -, 1 , 1 -dimethylethyl ester (CA INDEX 
NAME) 



t - Bu 0— C- NH- CH 2 - CH 2 



i F YY C 

1^/° W (CH 2 )3-»— 
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RN 917226-99-4 CAPLUS 

CN Carbamic acid, N- [2- {7- [3- (4 -cyano-2-f luorophenoxy) propyl 1 -9-oxa-3, 7- 

diazabicyclo(3.3.1]non-3-yl]ethyl] -, l , l-dimethylethyl eater (CA INDEX 
NAME) 
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RN 917227-02-2 CAPLUS 

CN Carbamic acid, N- [2- (7- (2 - { (4 -cyanophenyl ) methoxy] ethyl ) - 9-oxa-3 , 7- 

diazabicycloU .3. 1] non-3 -yl ) ethyl ] -, 1 , 1 -di methyl ethyl ester (CA INDEX 
NAME) 



t - BuO— C~ NH CH 3 - CH 2 



i(^^(CH 2 )3-oJpr 



RN 917227-00-0 CAPLUS 

CN Carbamic acid, N- [2 - 17 - [ (2S) -3 - (4 -cyano- 2 , 6 -di f luorophenoxy ) - 2 - 
hydroxypropyl] -9-oxa-3, 7-diazabicyclo [3 .3 . ll non-3 -yl ] ethyl ) - , 
1, l-dimethylethyl eater (CA INDEX NAME) 

Absolute stereochemistry. 




RN 917227-01-1 CAPLUS 
CN Carbamic acid, 

N- (2- [7- [ (2S) -3 - (4-cyano-2-£luorophenoxy) -2 -hydroxypropyl] - 

9 -oxa- 3, 7-diazabicyclo [3 .3 . l] non-3 -yl J ethyl ] - , 1,1 -dimethylethyl ester 
(CA INDEX NAME) 

Absolute stereochemistry. 




t - BUO- C- NH- CH 2 - CH 2 



N CH 2 -CH 2 -0-CH 2 - 



-or 



RN 917227-03-3 CAPLUS 

CN Carbamic acid, N- [2- (7- [2- (4- cyanophenyl ) ethyl] -9- oxa -3,7- 

diazabicyclol3.3.1]non-3-yl)ethyl] i , l -d i methyl ethyl ester (CA INDEX 
NAME) 



t - BuO C- NH- CH2~ CH 2 



RN 917227-04-4 CAPLUS 
CN Carbamic acid, 

N- [2- [7- [ (2S) -3- (4 -cyanophenoxy) - 2 - met ho.xyp ropy 1 ) -9-oxa-3, 7- 

diazabicyclo |3 . 3 . 1) non-3-yl) ethyl] - . 1 , 1 -dimethylethyl eater (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 917227-06-6 CAPLUS 

CN Carbamic acid, N- (2- (7- [3- [ (4 -cyanophenyl ) aulfonyl] propyl] -9-oxa-3. 7- 

diazabicyclol3.3.1]non-3-yl]ethyl] 1 , 1 -dimethylethyl eater (CA INDEX 
NAME) 
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t - BUO— C— NH- CH 2 - CH 2 



k s ^N— (CH 2)3 -S-^ 



RN 917227-07-7 CAPLUS 

CN Carbamic acid, N- [2 - [7 - [2 - (2 - 14- cyanophenyl ) ethoxy] ethyl ] - 9 -oxa -3,7- 

diazabicyclo [3 .3 .l]non-3-yl] ethyl] -, 1 , 1 -dimethylethyl ester (CA INDEX 
NAME) 



t - BuO — C— NH- CH 2 ~ CH 2 



CH 2 -CH 2 -0-CH 2 - 



RN 917227-09-9 CAPLUS 

CN Carbamic acid, N- [2- [7- (3- (4- £ luorophenoxy) - 2 - hydroxypropyl ] - 9 -oxa -3 , 7- 
diazabicyclo(3.3.1]non-3-yl]ethyl] -, 1 , l-dimethylethyl ester (CA INDEX 
NAME) 



t-BuO- C- NH CH 2 ~ CH 2 



k N CH 2 - CH- CH 2 ~0 



RN 917227-10-2 CAPLUS 

CN Carbamic acid, N-(2-[7-(3-(4 -chlorophenoxy) -2 -hydroxypropyl] - 9 -oxa -3 , 7- 
diazabicyclo[3 .3 . l] non-3 -yl ] ethyl] l , l-dimethylethyl ester (CA INDEX 
NAME) 



t - BuO- C~ NH- CH 2 ~ CH 2 



- CH 2 - CH- CH 2 - 



RN 917227-11-3 CAPLUS 

CN Carbamic acid, N- [2- [7- (2- [2- (4 -cyanophenoxy) ethoxy] ethyl ] - 9 -oxa -3 , 7- 

diazabicyclo [3. 3.1} non-3 -yl] ethyl]-, 1 , 1 -dimethylethyl ester (CA INDEX 
NAME) 



Habte 
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t - BuO C- NH- CH 2 ~ CH 2 



- CH 2 - CH 2 - O- CH 2 - CH 2 - 



RN 917227-12-4 CAPLUS 

CN Carbamic acid, N- [2 - (7- (2 - (4 -bromo-2 - £ luorophenoxy) ethyl ] -9 oxa - 3 , 7 - 

diazabicycloD .3.1] non-3-yl J ethyl J - , l , l -dimethylethyl ester (CA INDEX 
NAME) 



t - BuO C- NH- CH 2 - CH 2 



RN 917227-13-5 CAPLUS 

CN Carbamic acid, N- [2- [7- [3- (2,4-di cyanophenoxy) propyl } - 9 -oxa -3,7- 

diazabicyclo(3 . 3 . l] non-3 -yl] ethyl ]- , 1 , l -dimethylethyl ester (CA INDEX 
NAME) 



t - BuO- C~ NH- CH 2 ~ CH 2 



IT 335619-18-6P, terc-Butyl [2- {7- J (2S) -3- (4 -cyanophenoxy) -2- 

hydroxypropyl ] -9 -oxa -3 , 7-diazabicyclo [3 . 3 . 1] non- 3-yl ] ethyl ] carbamate 
4735B4-06-4P 4 73 584 - 08 - 6 P, tert-Butyl 

[2- (9-oxa-3, 7-diazabicyclo (3-3. 1) non-3 -yl ) ethyl ] carbamate 
682742-70-7P 
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RL ; RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(new oxabispidine compds. Cor treatment of cardiac arrhythmias) 

RN 335619-18-6 CAPLUS 

CN Carbamic acid, 

N- [2- [7- [ (2S) -3- (4-cyanophenoxy) -2-hydroxypropyl] -9-oxa-3,7- 

diazabicycloU .3 . 1] non-3 -yl ) ethyl) -, 1 , 1-dimethylethyl ester (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 473584-08-6 CAPLUS 

CN Carbamic acid. N- [2- (9-oxa-3 , 7-diazabicyclo 13 . 3 . 1) non-3 -yl ) ethyl ) - . 
1, 1 -dimethyl ethyl ester (CA INDEX NAME) 




CH2~ CH2~ NH- C~ OBu ■ t 



Y 




RN 473584-06-4 CAPLUS 

CN Benzenesulfonic acid, 2 , 4 , 6 - trimethyl - , compd . with 1 , 1 -dimethylethyl 
N- (2- [7- (phenylmethyl ) -9-oxa-3 , 7-diazabicyc lo [3.3.1] non-3 - 
yl) ethyl] carbamate (1:1) (CA INDEX NAME) 

CM 1 

CRN 473584-04-2 
CMP C20 H31 N3 03 



CH 2 ~ CH 2 ~ NH- C- OBu - t 



CRN 3 4 53-83-6 
CMF C9 H12 03 S 



RN 6B2742-70-7 CAPLUS 

CN Benzenesul Conic acid, 2 , 4 , 6 - trimethyl - , compd. with 1 . 1 -d imethyl ethyl 
N- [2- (9-oxa-3 . 7 -diazabicycloU . 3 . 1 ] non - 3 -yl ) ethyl ] carbamate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 473584-08-6 
CMF C13 H2S N3 03 



CH 2 - CH 2 - NH — C— OBU - 1 



CRN 3453-B3-6 
CMF C9 H12 03 S 
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OTHER SOURCE (S) : 



Habte 



MARPAT 14 4:6986 9 



JOT 



AB There is provided oxabiBpidines (shown as I; variables deCined below,- 
e.g. 

N- [2- [7- [ (2S) -3 - (4 -cyanophenoxy) -2-hydroxypropyl) -9-oxa-3, 7- 
diazabicyclo[3 . 3 . 1] non-3-yl) ethyl] - i -phenylmethanesul Conamide (shown as 
ID), which are useful in the prophylaxis and in the treatment of 
arrhythmias, in particular atrial and ventricular arrhythmias. For I: Rl 
- Cl-12 alkyl, -C(0)XR7, - C (O) N { R8a > R5d or -S(0)2R9a ; R2 «. H, halo, 
Cl-6alkyl. OR13, EN(R14)R15 or, together with R3, carhonyl O; R3 - H, 
Cl-6alkyl or, together with R3, carbonyl O; A « direct bond, -J-, 
-JN(R19a>-, -JS(0)2N(R19b> -. - JN (Rl 9c) S (O) 2 • , -JO- (in which latter 4 
groups, -J is attached to the oxabispidine ring N) ; B - 
~Z{ [C(O) ]aC(H) (R20a> }b-, - Z [C (O) ) cN (R20b ) - , -ZN (R20c) S (O) 2 ■ . 
- ZS (O) 2N (R20d) - , -ZS(0)n-, -ZO- (in which six groups Z is attached to the 
c atom bearing R2 and R3), -N(R20e)Z-, -N (R20f ) S (O) 2Z • . - s (0) 2N (R20g) Z - 

or 

N(R20h)CO2Z- (in which latter 4 groups, Z is attached to the Ph or 
pyridyl 

group); J - Cl-6alkylene optionally substituted; Z - a direct bond or 

Cl-4 

alkylene; G - CH or N; R4 - £1 optional -OH, cyano, halo, nitro, 
Cl-6 alkyl (optionally terminated by - N ( H) C (0) 0R2 la ) , Cl-6 alkoxy, 
-N(R22a)R32b, -C(0)R22c, -C(0)OR22d -C(O) N(R22e) R22C - N ( R22g ) C (O) R22h , 
-N(R22i)C(0)N(R22j )R22k, -N { R22m) S (O) 2R2 lb , -S (O) 2N ( R22n ) R22o, 
-S (O) 2R21C, 

-OS(0)2R21d and aryl ; and R41 to R46 - H or CI 3 nlkyl ; ndrinl . details 
including provisos are given in the claims. Methods of preparation are 
claimed 

and prepns. and/or characterization data for .apprx.12 examples of I and 
many intermediates are included. For example, II was prepared (72 *) 

from 

phenylmethanesul fonyl chloride and 
4- ( { (2S) -3- 17- (2-aminoethyl) -9-oxa-3, 7- 

diazabicyclo[3 .3 .l)non-3-yl] -2-hydroxypropyl ] oxy) benzonitri le, the latter 
oC which was prepared (69 %) by deprotection of tert Bu [2 - 1 7 - [ ( 2S) - 3 - (4 - 
cyanophenoxy) -2-hydroxypropyl] -9-oxa-3, 7 -diazabicyclo [3 .3.1] non-3- 
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yl) ethyl] carbamate. The example I were tested Cor primary 
electrophysiol . 

effects in anesthetized guinea pige and exhibit D10 >5.5. The example I 
were tested in a Rb+-efflux assay for detection of HERG channel blockers 
and exhibit pIC50 >4.5, e.g. S.72 for XI. 
IT B72046-32-7P, tert-Butyl [2- (7- (2- [ ( (4- 

f luorophenyl) sulfonyl J amino] ethyl ] - 9 -oxa - 3 , 7 -diazabicyclo (3 .3 . 1] non-3- 
yl] ethyl J carbamate 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of novel oxabispidine cornpds. and their 

use in 

treatment of cardiac arrhythmias) 
RN 872046-32-7 CAPLUS 
CN Carbamic acid. 

[2- [7- 12- | [ (4-f luorophenyl) sulfonyljamino) ethyl] -9-oxa-3,7- 

diazabicyclo 13 .3 . 1] non-3-yl) ethyl] - . 1, 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C- NH- CH 2 - CH 2 



-CHa-CHj- NH- 



IT 33S619-18-6, tert-Butyl [2 - {7 - [ ( 2S ) - 3 - (4 -cyanophenoxy) - 2 - 

hydroxypropyl] - 9-oxa-3 , 7-diazabicyclo (3 .3 . 1 J non-3 -yl] ethyl ) carbamate 
473SB4-08-6, tert-Butyl [2- (9-oxa-3 , 7 -diazabicyclo (3 .3 . 1] non-3 - 
yl) ethyl] carbamate 682742-70-7, [ 2 - ( 9 - Oxa -3,7- 

diazabicyclo [3 . 3 . 1] non-3-yl) ethyl] carbamic acid tert-butyl ester 

2, 4, 6-trimethylbenzenesulfonate 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of novel oxabispidine compde . and their use in treatment 

of 

cardiac arrhythmias) 
RN 335619-18-6 CAPLUS 
CN Carbamic acid, 

N- [2- [7- 1(2S) -3- (4-cyanophenoxy) -2 -hydroxypropyl] -9-oxa-3, 7- 

diazabicyclo(3.3. 1] non-3-yl] ethyl] -, l , l -dimethylethyl eater (CA INDEX 
NAME) 



Absolute stereochemistry. 
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RN 4 73584-08-6 CAPLUS 

CN carbamic acid, N- [2- ( 9-oxa-3 . 7-diazabicyclo [3 . 3 . 1 ] non-3 -yl ) ethyl ]- , 
1, l-dimethylethyl ester (CA INDEX NAME) 



<3l 



CH 2 - CH 2 - NH — C- OBu - 1 



RN 6B2742-70-7 CAPLUS 

CN Benzenesul fonic acid, 2 , 4 , 6- trimethyl - , compd. with 1 , 1 -dimethylethyl 
N- [2- ( 9-oxa - 3, 7 -diazabicyclo 1 3. 3. l]non- 3- yl ) ethyl) carbamate {1:1) (CA 
INDEX NAME) 

CM 1 

CRN 473584-08-6 
CMF C13 H25 N3 03 



" CH 2 - CH 2 -NH- C~ OBu-C 



CRN 3453-83-6 
CMF C9 H12 03 S 
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CRN 64-19-7 
CMF C2 H4 02 



IT 335620-86-5P. [2 - [7 - [3 - (4 - Cyanophenoxy) propy 1 } - 9 -Oxa-3 , 7 - 

diazabicyclol3 .3 . 1 J non- 3 -yl] ethyl ] carbamic acid tert-butyl ester 
872045-68-6P. [2- 17- [2- (4 -Cyanophenoxy) ethyl ) -9-oxa-3. 7- 
diazabicycloU .3 . U non-3 -yl] ethyl ] carbamic acid tert-butyl ester 

diacetate 

872045-91 -5P, (2- [7- [2- (4 - Cyano-2 - f luorophenoxy) ethyl ] -9-oxa-3,7- 
diazabicyclo(3 . 3 . 1] non-3-yl] ethyl] carbamic acid tert-butyl ester 
B72046-15-6P, tert-Butyl [2- (7- (4 -cyanobenzyl J -9-oxa-3,7- 
diazabicycloD . 3 . 1] non- 3 -yl J ethyl ) carbamate 87204 6-16-7P, 
tert-Butyl 12- (7- (4 -cyanobenzyl ) -9 -oxa -3 , 7-diazabicyclo [3 .3 . 1) non-S- 
yl] ethyl ] carbamate acetate formate 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of novel oxabispidine cornpds, and their use in treatment 



of 



cardiac arrhythmias) 
335620-86-5 CAPLUS 

Carbamic acid, [2- (7- (3 - <4-cyanophenoxy) propyl] - 9-oxa-3 , 7- 
diazabicyclo 13. 3.1] non-3 -yl]ethyll-, 1 , 1 -dimethylethyl ester (9CI) (C 
INDEX NAME) 



RN 872045-91-5 CAPLUS 

CN Carbamic acid. N- (2 (7 - [ 2 • (4 - cyano- 2 - f 1 uorophenoxy ) ethyl I - 9 - o>:n - 3 , 7 - 

diazabicyclo(3 .3 . 1) non-3-yl] ethyl] - , 1 , 1 • dimethylethyl ester (CA INDEX 
NAME) 



t - BuO- C~ NH— CH 2 ~ CH 2 



t -BUO- C— NH- CH 2 ~ CH 2 



872045-68-6 CAPLUS 

Carbamic acid. [2- (7- 12- (4-cyanophenoxy) ethyl) -9-oxa-3 , 7- 
diazabicyclo [3 .3 . 1) non-3-yl] ethyl] - . 1 , l -dimethylethyl ester, diacetate 
(9CI) (CA INDEX NAME) 



RN 87204 6-15-6 CAPLUS 

CN Carbamic acid. N- (2 - 17 - ( (4 -cyanophenyl ) methyl ] 9 oxa-3, 7 

diazabicyclo 13 .3 . 1 ] non- 3 -yl ] ethyl ] - , 1 , 1 -di methyl ethyl ester (CA INDEX 
NAME) 



t - BUO- C— NH- CH 2 ~ CH 2 



CM 



335620-57-0 
C22 H3 2 N4 04 



N CH 2 -CH 2 - 



■XX' 



Habte 



RN 872046-16-7 CAPLUS 

CN Carbamic acid. (2 - [7 - { < 4 -cyanophenyl ) methyl ] - 9 -oxo - 3 , 7 - 

diazabicyclo[3 .3 . l] non-3-yl] ethyl] - , 1 , 1 -dimethylethyl ester, acetate 
formate (9CI) (CA INDEX NAME) 

CM 1 

CRN 872046-15-6 
CMF C21 H3 0 N4 03 
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C-BUO- C- NH~ CH 2 ~ CH 2 



CRN 64-19-7 
CMF C2 H4 02 



HO- C- CH 3 



CRN 64-1B-6 
CMF C H2 02 
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electrophysiol . effects in anesthetized guinea pigo and exhibit D10 >5. 
The example I were tented in a Rb+-ef£lux aosay for detection of HERG 
channel blockers and exhibit pIC50 >4.5, e.g. 5.8 for II. 

IT 872007-87-9P, tert-Butyl [2 - [ 7 - [2 - ( [3 - (4 - 

cyanophenyl ) propyl ] (methylsul fonyl > amino) ethyl] -9-oxa-3 , 7- 
diazabicyclo!3 .3. 1] non-3 -yl | ethyl ) carbamate 872008-52 - IP, 
tert-Butyl 

12-17- (2- [ [2- (4-cyanophenoxy) ethyl ) (methyl au 1 Conyl ) amino} ethyl | - 

9-oxa-3, 7-diazabicyclo(3 . 3 . lj non-3-yl ] ethyl ] carbamate 372008-53 -2P 
, tert-Butyl 

(2- [7- {2- { (aminocarbonyl) 12- (4-cyanophenoxy) ethyl)amino] ethyl 
) -9-oxa-3, 7-diazabicyclo[3 . 3 . 1) non-3-yll ethyl ] carbamate 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic uae) ,• BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of novel oxabiapidine compda . and their 

use in 

treatment of cardiac arrhythmias) 
RN 872007-87-9 CAPLUS 
CN Carbamic acid, 

12- {7- (2- ( [3 - (4 -cyanophenyl ) propyl } (methylsul t'ony! )aniinol et 

hyl) -9-oxa-3, 7-diazabicyclo 13 . 3 . 1] non-3-yl ) ethyl 1 , 1,1 dimethylethyl 
ester (9CI) (CA INDEX NAME) 



AB There is provided oxabispidines (shown as I; variables defined below; 
e.g. 

N- [2 - (4-Cyanophenoxy) ethyl J -N- [2- [7- (4 - f luorobenzyl ) -9-oxa-3 , 7- 
diazabicyclo [3 . 3 . 1] non-3 -yl] ethyl ] methaneaul fonamide (shown as ID), 

which 

are useful in the prophylaxis and in the treatment of arrhythmias, in 
particular atrial and ventricular arrhythmias. For I: Rl » Cl-12 alkyl, 
-C(0)XR7, -C(0)N{R8a)R5d or -S<0)2R9a; R2 - -S(0)2R3a, -C(0)OR3b, 
-C(0)R3c, C(0)N(R3d> (R3e) or - S (o) 2N ( R3 f ) (R3g ) ; A - C2-6 alkylene 
optionally interrupted by -S (0) 2N (R8a) - or -N (R18b) S (0) 2- and/or 
(un) substituted by 21 -OH, halo and amino; B ■ - 

Zl{ [C(O) UC(H) (R19a> }b- . -Z2 IC (0) ] cN (R19b) - , -Z2S(0)n-, - Z2N ( R18c ) S (O) 2 - , 
-Z2S (O) 2N (Rl8d) - or -Z20- (in which aix groups Zl or Z2 are attached to 
the N atom bearing R2) ; Zl - a direct bond or Cl-4 alkylene; Z2 ■ C2-4 
alkylene; G ■ CH or N; R4 - 2:1 optional -OH, cyano, halo, nitro, 
Cl-6 alkyl (optionally terminated by -N (H) C(O) OR21a> , Cl-6 alkoxy, 
-N(R22a)R22b, -C(0)R22C, -C(0)OR22d -C (0) N (R22e ) R22 f -N (R22g) C (O) R22h, 
-N(R22i)C(0)N{R22j)R22k, -N ( R22m) S (O) 2R2 lb, - S (0) 2N (R22n) R22o, 
-S (O) 2R21C, 

-OS(0)2R21d and aryl; and R41 to R46 - H or Cl-3 alkyl; addnl . details 
including provisos are given in the claims. Methods of preparation are 
claimed 

and prepns. and/or characterization data for .apprx.15 examples of I and 
many intermediates are included. For example, II was prepared in 3 steps 
(46, 99, 63 \, resp.) starting with preparation of 7-{2-[(2-(4- 
cyanophenoxy) ethyl] (methylsul fonyl ) amino] ethyl] -9-oxa-3 , 7- 
diazabicyclo [3 .3 . l] nonane - 3 - carboxyl ic acid tert-Bu eater from 
N- (2-bromoethyl) -N- (2- (4-cyanophenoxy) ethyl ) methaneaul fonamide 
(preparation 

given) and 9-oxa-3 , 7 -diazabicyclo [3 . 3 . 1) nonane-3 -carboxylic acid tert-Bu 
ester, with subsequent deprotection and N-alkylation by 
1-bromomethyl -4-f luorobenzene. The example I were tested for primary 



Habte 



t - DUO- C- NH~ CH 2 ~ CH 2 



-CH 2 -CH 2 -N- (CH 2 ) 



,-Cr* 



RN 87200B-52-1 CAPLUS 
CN Carbamic acid, 

l2-[7-ta-[{2- (4-cyanophenoxy) ethyl) (methyl oul fonyl ) amino] et 

hyl] - 9 -oxa- 3, 7 -diazabicyclo [3-3 . l ] non-3 -yl ) ethyl ] -, 1,1 -dirnethylethy! 
eater <9CI) (CA INDEX NAME) 



t-BuO-C-NH- CH 2 ~ CH 2 



/ K IT 

N Pj 0=S-Me ff^T" 
K^/ 0 / N CH 2~ CH 2 - N ~ CH 2~ CH 2 - O 
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872008-53-2 CAPLUS 

Carbamic acid, [2- [7- [2- ( (aminocarbonyl > [2- (4- 

cyanophenoxy) ethyl] amino] ethyl] -9-oxa-3 , 7 -di azabicyclo [3 .3.1] non-3 - 
yllethyl]-, l . l -dimethylethyl eater [9CU (CA INDEX NAME) 
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t-BuO-C-NH- CH 2 -CH 2 



Ka 1 



pNH 2 
- CH 2 ~ CH 2 - N — CH 2 - CH 2 - 
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2004:354952 CAPLUS 
140:357365 

Preparation of oxabispidine chemical intermedia ten 

acid addition Baits 
Cladingboel, David 
Astrazeneca AB, Swed , 
PCT Int . Appl . , 24 pp. 
CODEN: PIXXD2 

Patent 
Engl i ah 



APPLICATION NO. 
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CASREACT 140:357385; MAR PAT 140:357385 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB An acid addition salt of a compound I [R2 ■ Cl-6 alkyl (optionally 
substituted 

and/or terminated by one or more substituents selected from -OH, halo. 
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cyano, nitro and aryl) or aryl, wherein each aryl and aryloxy group, 
unless otherwise specified, is optionally substituted) which is prepd. 
from R16S03H IR16 - CI -'4 -alkyl, CI - 4 - perf luoroalkyl , (un) substituted Ph 
(optional subatituenta - Cl-6-alkyl, halo, N02, Cl-4-alkoxy) ,- esp., 
4-MeC6H4S03H, PhS03H, nosylate, brosylate, besylate, mesitylate] . A 
process for the prepn. of oxabispidine deriv. II {Rl - ACR3R48R5 ; A - 

CH2; 

R3 - OH, NHR7; R4 - H, Cl-6-alkyl; R3R4 - O; R5 - (un ) subst i tuted Ph. 
pyridyl (optionally substituted by OH. CN, halo, N02, Cl-6-alkyl) ; R7 - 

H , 

Cl-6-alkyl, E-aryl, E-heteroaryl , C(:NH)NH2; E - bond, CI -4 -alkylene ; B . 
Z, ZNR12, NR12Z, ZS{0)n, ZO (where Z is attache to the R3 , R4 carbon); Z 

bond, Cl-4 -alkylene; R12 - H, Cl-6-alkyl; n - 0, 1, 2; etc,] wherein sail 
of I is coupled with heterocycle III (Y - O. NR7] . Thus, 
2,4,6-trimethylben2enesulfonic acid addn. salt of I <R2 - CMe3 ) was 
prepd. 

from PhS02NH2 via alkylation with epichlorohydrin to its 
bis (oxiranylmethyl) deriv., cyclization with PhCH2NH2 to the 
diazacyclooctane, intramol. cyclization to the 9-oxa-3.7- 
diazabicyclo [3 .3 . 1] nonane deriv., desul fonylation, coupling with 
2- ( (tert-butyloxycarbonyl ) amino) ethyl 2,4, 6-trimethylbenzenesulfonate. t< 
give an acid addn. salt and hydrogenolytic debenzylation . 
2, 4 , 6-Trimethylbenzeneeul f onic acid addn. salt of I (R2 - CMe3) was 
converted to oxabispidine deriv. IV by reaction with 4- [(25)- 
oxiranylmethoxy] benzonitrile (V) . 
IT 473584-06-4P 

RL; RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RAC 
(Reactant or reagent) 

(preparation and hydrogenolytic debenzylation; preparation of 
oxabispidine chemical 

intermediates and acid addition salts) 
RN 473584-06-4 CAPLUS 

CN Benzenesulfonic acid, 2 , 4 , 6 -trimethyl - , compd. with 1 , l -dimethylethyl 
N- [2- [7- (phenylmethyl) -9-oxa-3, 7-diazabicyclO [3.3. l)non-3- 
yl] ethyl) carbamate (1:1) (CA INDEX NAME) 



CRN 473584-04-2 
CMF C20 H31 N3 03 



CH 2 - CH 2 - NH- C-OBu-t 
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(Cont inued) 




IT 682742-70-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reaction of, with 
4 - [ (2S) -oxi ranylmethoxy ] benzonitri le ; 

preparation of oxabispidine chemical intermediates and acid addition 

salts) 

RN 682742-70-7 CAPLUS 

CN Benzenesulfonic acid, 2, 4 , 6-trimethyl- , ccmpd . with 1 , 1 -dimethylethyl 
N- (2- <9-oxa-3. 7 -di azabicyclo [3.3 . 1) non-3-yl ) ethyl ] carbamate (1:1) (CA 
INDEX NAME) 



CM 



1 



CRN 4 73584-08-6 
CMF CI 3 H2 5 N3 03 



CH 2 ~ CH 2 -NH- 



CRN 3453-83-6 
CMF C9 H12 03 S 



A"" 

Me Me 



IT 335619-18-6P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of oxabispidine chemical intermediates and acid addition 

salts) 

RN 335619-1B-6 CAPLUS 
CN Carbamic acid, 

N- (2- [7- [ (2S) -3- (4-cyanophenoxy) -2-hydroxypropyl ) -9-oxa-3 , 7- 

diazabicyclo(3 . 3 . 1) non-3-yl] ethyl] - , 1 , 1 - di methyl ethyl ester (CA INDEX 
NAME) 
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4735B4-08-6DP, acid addition salts 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(reaction of, with 4 - [ (2S) -oxiranylmethoxy] benzonitrile; preparation 

oxabispidine chemical intermediates and acid addition salts) 

473584-08-6 CAPLUS 

Carbamic acid, N- (2- <9-oxa-3, 7 -diazabicyclo {3 . 3 . 1] non-3 -yl ) ethyl] -, 
1, l-dimethylethyl ester (CA INDEX NAME) 



CH 2 - CH 2 - NH- C- OBu - 1 
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Preparation of azet i dinylbenzamidi nea and related 

compounds Cor combination therapy of arrhythmia or 

coagulation controlled complications thereof . 
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Astrazeneca AB, Swed. 
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AB A combination product comprising: (a) a compound of claim 1 in wo 
02/44145 

or a pharmaceutically-acceptable derivative thereof; and (b) (l) a 
compound as 

defined in claim 1 of WO 01/28992 or (2) a compound of Claim 34 of WO 
01/28992 or (3) Compound A [4 - [ [3 - ( 7- (3 , 3 -dimethyl -2 -oxobutyl ) - 9 -oxa - 3 , 7 - 
diazabicyclo [3 .3 . 13 non-3-yl] propyl] amino] benzonitri lej or B (tert-Bu 
2- [7- [3- (4-cyanoanilino) propyl] -9 -oxa -3, 7 -diazabicyclo [3 .3 . 1] non-3 - 
yl) ethylcarbamate] or C [tert-Bu 2 - (7- (4 - (4 - cyanophenyl ) butyl] - 9-oxa-3 , 7 - 
diazabicyclo [3 .3 . 1) non-3 -yl] ethylcarbamate] orD [tert-Bu 
2- [7- [ (2S) -3- (4 -cyanophenoxy) -2 -hydroxypropyl ] -9-oxa-3 , 7- 
diazabicyclo [3 . 3 . 1] non-3 -yl] ethylcarbamate] or pharmaceutical^ 
acceptable 

salts thereof in admixt . with a pharmaceut ical ly acceptable adjuvant, 

diluent or carrier, is claimed. Thus, title compound (I) (multistep 
preparation 

given) showed an IC50 TT value of <0.02 j.iM. 
IT 335619-16-4 335619-18-6 633336-84-2 

RL: THU (Therapeutic uae) ; BIOL (Biological study); USES (Uses) 

(combination therapy,- preparation of azet.idinylbenzamid i nes and 

related 

compds . for combination therapy of arrhythmia or coagulation 
controlled 

complications thereof) 
RN 335619-16-4 CAPLUS 

CN Carbamic acid, [2 - (7 - [3 - [ ( 4 - cyanophenyl ) amino] propyl ] - 9 -oxa - 3 , 7 - 

diazabicyclo[3.3.1]non-3-yl]ethylJ -, 1, 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



RN 633336-84-2 CAPLUS 

CN Carbamic acid, [2- [ 7 - [4 - [ (4 - cyanophenyl ) ami no ) bu tyl ] - 9 - oxa - 3 , 7 - 

diazabicyclo [3 . 3 . 1] non-3 -yl] ethyl] - , 1 , 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C- NH- CH 2 ~ CH 2 
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THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
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t - BuO C— NH- CH 2 ~ CH 2 



N 335619-16-6 CAPLUS 
N Carbamic acid, 

-12- [7- [ (2S) -3- (4 -cyanophenoxy) -2 -hydroxypropyl] -9-oxa-3, 7- 

diazabicyclo[3.3.1]non-3-yl]ethyl) -, 1 , 1 -dimethylethyl ester 
NAME} 
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OTHER SOURCE(S): MARPAT 139:369750 

AB There ie provided a combination product comprising: (1) melagatran or a 

pharmaceutically-acceptable derivative thereof; and (l) a compound as 
defined in 

claim 1 of WO 01/28992 or (2) a compound of Claim 34 of WO 01/28992 or 

(3) 

Compound A or B or C or D (or pharmaceutically-acceptable salts thereof) 

for 

use in treating arrhythmia or a coagulation controlled complication 
thereof . 
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335619-16-4 335619-17-5 335619-1B-6 

335619- 20-0 335620-25-2 335620-57-0 

335620- 86-5 335620-91-2 335620-92-3 
335620-93-4 

RL; THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combination product comprising melagatran and an antiarrhythmic 
oxabiepidene) 

335619-16-4 CAPLUS 

Carbamic acid, [2- 17- [3- ( (4 -cyanophenyl ) amino] propyl ] -9-oxa-3, 7- 
diazabicyclo(3.3.1]non-3-yl]ethyl] -, 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C- NH- CH 2 - CH 2 



RN 335619-17-5 CAPLUS 

CN Carbamic acid, [2 - {7- [4 - (4 -cyanophenyl ) butyl ] - 9 -oxa - 3 , 7- 

diazabicyclo{3 . 3 . 1) non- 3 -yl ) ethyl] - , 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C— NH- CH 2 - CH 2 



RN 335619-18-6 CAPLUS 
CN Carbamic acid, 

N-[2-(7-((2S)-3- (4 -cyanophenoxy) -2 -hydroxypropyl ] - 9-oxa- 3 , 7- 

diazabicyclo [3 .3 . l]non-3-yl] ethyl] -, l , l -dimethylethyl ester (CA INDEX 

NAME) 

Absolute stereochemistry. 
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RN 335619-20-0 CAPLUS 

CN Carbamic acid, [2- [7- [4- (4 -pyridinyl > butyl] -9-oxa-3, 7- 

diazabicyclo 13 .3 . 1) non-3 -yl] ethyl] - , l , l -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



-NH-CH2-CH2 



- (CH 2 ) 
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-NH- CH 2 ~ CH 2 



335620-91-2 CAPLUS 

Carbamic acid, (2- [7 - [2 - (4 - ni t rophenoxy) ethyl 1 - 9-oxa- 3 , 7- 

diazabicyclo [3 . 3 . 1) non-3-yl] ethyl] - , 1 , 1 -dimethylethyl eater (9CI) (CA 

INDEX NAME) 



RN 335620-25-2 CAPLUS 

CN Carbamic acid, [2 - [7- [2- (2 , 4 -dicyanophenoxy) ethyl] - 9-oxa -3 , 7 - 

diazabicyclo [3 . 3 . l}non-3-yl] ethyl] - , 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO— C— NH CH 2 — CH 2 



RN 335620-57-0 CAPLUS 

CN Carbamic acid, (2- [7- [2- (4 -cyanophenoxy) ethyl] - 9-oxa-3 , 7- 

diazabicyclo{3 .3 . 1] non-3 -yl 3 ethyl] -, 1, 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO C~ NH CH 2 ~ CH 2 



\/°y N CH 2 - CH 2 - O— 



RN 335620-86-5 CAPLUS 

CN Carbamic acid, [2 - [7- (3 - (4 -cyanophenoxy) propyl] - 9-oxa -3 , 7- 

diazabicyclo [3 .3 . 1] non-3-yl] ethyl] - , 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO" C- NH- CH 2 ~ CH 2 



-jy" 



RN 335620-92-3 CAPLUS 
CN Carbamic acid, 

(2- [7- t2- U- I (methylsulfonyl ) amino] phenoxy) ethyl] -9-oxa-3.7- 

diazabicyclo(3 .3 . l] non-3 -yl) ethyl] - , l, 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO C- NH- CH 2 ~ CH 2 



^\/ 0 y N CH 2~ CH 2 - O 



RN 335620-93-4 CAPLUS 

CN Carbamic acid, [ 2 - [7 - [ 2 - ( 4 -aminophenoxy ) ethyl ] - 9 - oxa - 3 . 7 - 

diazabicyclo 13 .3 . 1] non-3-yl) ethyl) - , 1 , 1 -dimethylechyl ester (9CI) (CA 
INDEX NAME) 



t-BuO-C- NH- CH 2 ~CH 2 



f~h 1 i : 

\y°y N CH 2 - CH 2 ~ 0 K^s? 



REFERENCE COUNT: 



3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 



Habte 



08/15/2007 



10/532 , 223. 



Page 17 



L4 ANSWER 10 OF 18 CAPLUS COPYRIGHT 2 007 ACS on STN 



(Continued) 



L4 



ANSWER 11 OF 18 CAPLUS COPYRIGHT 2 007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER : 
TITLE: 
and 

INVENTOR (S) ; 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:892636 CAPLUS 
139 :369749 

A combination product comprising an ant 



anti -arrhythmic 
Roth - Rose ndah 1 , 
Astrazeneca AB, 
PCT Int . Appl . , 
CODEN: PIXXD2 
Patent 
English 
1 



coagul ant 
oxab i opi denes 

Ann-Charlotte; Svernhage, Elisabeth 
Swed . 
55 pp. 



PATENT NO. 
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20031117 
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CA 2 003 
AU 2003 
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IE, SI, LT, LV, FI, RO, MK, CY, 



BR 2003009336 
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CN 1652812 
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IN 2004DN03029 
NO 2004004555 
ZA 200400B618 
MX 2004PA10717 
PRIORITY APPLN. INFO. 
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20050810 
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20050307 
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BR 2003- 
US 2003- 
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W 20030505 



OTHER SOURCE (S) : MAR PAT 139:369749 

AB There is provided a combination product comprising: (1) an 
anti -coagulant ; 

and (l) a compound as defined in claim 1 of WO 01/2S992 or (2) a 
compound of 

Claim 34 of WO 01/28992 or (3) Compound A or B or C or D (or 
pharmaceutically-acceptable salts thereof) for use in treating arrhythmia 
or a coagulation controlled complication thereof. 
IT 335619-16-4 335619-17-5 335619-18-6 

335619- 20-0 335620-25-2 335620-57-0 

335620- 86-5 335620-91-2 335620-92-3 
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335620-93-4 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combination product comprising an anticoagulant and antiarrhythmic 
oxabispidenes) 
RN 335619-16-4 CAPLUS 

CN Carbamic acid, [2- {7- [3- [ (4 -cyanophenyl ) amino] propyl] -9-oxa-3 , 7- 

diazabicyclo[3 .3 . 1] non-3-yl] ethyl] - , 1, l-dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C— NH- CH 2 ~ CH 2 



ky (CH 2 ) 3 -NH--1L N .^ 



RN 335619-17-5 CAPLUS 

CN Carbamic acid, [2- [7- [4 - (4 -cyanophenyl ) butyl ) - 9 -oxa -3 , 7- 

diazabicyclol3 .3 . 1] non-3-yl) ethyl] - , 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO— C— NH CH 2 ~ CH 2 



0> rr c 

l^^N (CH 2 )4— 



RN 335619-18-6 CAPLUS 
CN Carbamic acid, 

N- [2- [7- [ (2S) -3- (4-cyanophenoxy) -2-hydroxypropyl ] -9-oxa-3 , 7- 

diazabicyclo [3 . 3 . 1] non-3 -yl ] ethyl] - , 1 , 1 -dimethylethyl ester (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 335619-20-0 CAPLUS 

CN Carbamic acid, [2- [7 - { 4 - (4 -pyridinyl ) butyl ] - 9-oxa - 3 , 7 - 

diazabicyclo(3 .3 . 1 J non-3 -yl] ethyl) -, 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



Habte 
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t - BUO- C- NH CH 2 ~ CH 2 



l/,N (CH 2 ) 4 



RN 335620-25-2 CAPLUS 

CN Carbamic acid, [2- [7- [2- (2 , 4 -dicyanophenoxy) ethyl ] - 9-oxa-3 , 7- 

diazabicyclo [3 . 3 . 1] non-3-yl] ethyl] -, 1, l-dimethylethyl eater (9CI) (CA 
INDEX NAME) 



t - BUO" C~ NH- CH 2 ~ CH 2 



N CH 2 - CH 2 - O k^v 



RN 335620-57-0 CAPLUS 

CN Carbamic acid, [2 - [7 - (2 - (4 -cyanophenoxy) ethyl ) - 9 -oxa -3 , 7 - 

diazabicyclo [3. 3.1] non-3 -yl] ethyl]-, 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C— NH— CH 2 — CH 2 



^\/°/ N — CH2 ~ CH2 ~ 



RN 335620-8S-5 CAPLUS 

CN Carbamic acid, ( 2 - ( 7 - ( 3 - ( 4 - c/cinophenoxy) propyl ] • 9- oxa • 3 , 7 - 

diazabicyclo [3 . 3 . 1] non- 3-yl ] ethyl )- , l , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C- NH- CH 2 - CH 2 



RN 335620-91-2 CAPLUS 

CN Carbamic acid, [2- (7- (2 - ( 4 - ni t rophenoxy ) ethyl ] ■ 9-oxa- 3 , 7- 

diazabicyclo[3.3.1]non-3-yl]ethyl] -, 1, l-dimethylethyl ester (9CI) (CA 
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INDEX NAME) 
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t-BuO-C-NH-CH 2 -CH 2 



.jy' 



RN 335620-92-3 CAPLUS 
CN carbamic acid, 

[2- (7- 12 - 14 - t (methyl su If onyl) amino) phenoxy] ethyl] -9-oxa-3 , 7- 

diazabicyclo[3 .3 . 1] non-3-yl] ethylj 1 , 1 -dirr.ethylethyl ester (9CI) (CA 
INDEX NAME) 



t -BuO- C- NH~ CH 2 ~ CH 3 



r 1 1 cr 

N CH 2- CH 2 - O 



T" 



RN 335620-93-4 CAPLUS 

CN Carbamic acid, (2- [7- {2- (4-aminophenoxy) ethyl ) -9-oxa- 3 , 7- 

diazabicyclo[3.3.1]non-3-yl)ethyl) - , 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C- NH- CH 2 - CH2 



\y 0 y N— CH 2 - CH 2 - O— 
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2003:434566 CAPLUS 
139: 22219 

Process Cor the preparation of 2- or 
9-oxa-3, 7 diazabicyclo (3 .3 . ljnonanea from 
2 -aminomethyl - 2, 3 -dihydrooxazi nes 
Gill, Duncan Michael 

Aatrazeneca A.B., Swed . : Astrazeneca UK Limited 

PCT Int . Appl . , 39 pp. 
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Carbamic acid, (2- [7- [3- (4 -cyanophenoxy) -2 - hydroxypropyl ] -9-oxa-3. 7- 
diazabicyclo [3 .3 . 1 1 non-3 -yl } ethyl] -, 1 , 1 -dimethylethyl ester (9CD 
INDEX NAME) 



OR3 



RlN. 




AB Oxadiazabicyclononanes I [Rl - H, aryl , (un) substituted alkyl; R2 - REFERENCE COUNT : 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

protective group; R3 - alkyl, CH2Ph] were prepared by treating an RECORD. ALL CITATIONS AVAILABLE IN THE RE 

aminomethyldihyerooxazine II with either: (a) a formaldehyde and R30H FORMAT 
and/or (b) a protected derivative of a formaldehyde. Thus, I [Rl • 

CH2Ph, R2 

- C02CH2Ph, R3 - Me) was prepared from N-oxi ranylmethylphthal imide and 

PhCH2NHCH2CH (OMe) 2 via cyclization of II (Rl - CH2Ph, R2 - C02CH2Ph] with 

CH2(0Me)2 and paraformaldehyde. Hydrogenation of II (Rl - CH2Ph, R2 - 

C02CH2Ph] over Pd-C gave 3 -benzyl -9-oxa- 3, 7-diazabicyclo [3 ,3 . 1] nonane. 
IT 335619-16-4P 335619-17-5P 537977-46-1P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(process for the preparation of 2- or 
9-oxa -3, 7-diazabicyclo [3.3.1] nonanes 

from 2-aminomethyl-2, 3 -dihydrooxazi nea ) 
RN 335619-16-4 CAPLUS 

CN Carbamic acid, (2- [7- [3 - [ (4 -cyanophenyl ) amino) propyl] -9-oxa-3 , 7- 

diazabicyclo!3 . 3 . l}non-3-yl] ethyl) - , 1 , 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BUO- C— NH- CH 2 — CH 2 



)3-NH— <^> 



335619-17-S CAPLUS 

Carbamic acid, [2- (7- (4- ( 4 -cyanophenyl ) butyl I -9-oxa-3, 7- 
diazabicyclo(3.3. 1 ] non- 3 -yl ) ethyl ] -, 1 , 1 -dimethylethyl ester (9CI) 
INDEX NAME) 



t -BuO- C~ NH- CH 2 ~ CH 2 

' ' j 



(CH 2 ) 4 



RN 537977-46-1 CAPLUS 

Habte 
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2001- 


2069 




A 20010621 














SE 
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4049 




A 20011130 














SE 


2002- 


1660 




A 20020531 














wo 


2002- 


SE1217 




W 20020619 



An oral pharmaceutical formulation comprising v-carrageenan, one or 
more neutral gelling polymers and a basic pharmaceutical inhibits the 
release of the active ingredient from the formulation at acidic pH. A 
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process for the manuf. of the formulation and the use of the formulations 
are also disclosed. Tablets were obtained by the direct compression of H 
376/95 (basic drug) 50.5, PEG 160.0. l -car rageenan 40.0, and sodium 
etearyl fumarate 3,5 mg. The release of H376/95 from blends with varying 
compn. ratios of PEG and i -carrageenan was detd. Blending different 
ratios of the anionic polymer, i -carrageenan and the neutral gelling 
polymer PEG, the release rate in media with different pH can be modified. 

IT 335619-16-4 335619-17-5 335619-1B-6 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
{oral pharmaceutical formulations containing i -carrageenan and 

gelling ' 
polymers and basic drugs) 

RN 335619-16-4 CAPLUS 

CN carbamic acid, (2 - [7- (3 - I (4 -cyanophenyl ) amino) propyl ] -9-oxa- 3, 7- 

diazabicyclo[3 .3 . 1) non-3-yl) ethyl J -. 1 , l -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO— C- NH- CH2 — CH2 



N^ ^ C 
l^/^N— (CH 2 ) 3 -NhJ^I 



335619-17-5 CAPLUS 

Carbamic acid, [2 - { 7 - [4 - ( 4 - cyanophenyl ) butyl J - 9 -oxa-3 , 7- 
diazabicycloD . 3 . l] non-3-yl] ethyl] - , l , l-dimechylethyl ester (9CI) 
INDEX NAME) 



t-BuO- C-NH- CH2~ CH2 



M 335619-18-6 CAPLUS 
N Carbamic acid, 

-(2-I7-l(2S)-3- (4- cyanophenoxy) - 2 -hydroxypropyl ) - 9-oxa -3,7 

diazabicyclol3 . 3 . l)non-3-yl) ethyl) , l , l -dimethylethyl ester 
NAME) 



Absolute stereochemistry. 
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Preparation of 
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Patent 
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DATE 


WO 


20020B3690 




Al 




20021024 




WO 


2002 
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GR 
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GN 
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CY 
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20020412 


NZ 


S28515 




A 




20050624 




HZ 


2002 - 


528515 
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AB Title compda. [I; Rl - H , protecting group, RSBCR3R4A; R3 » H, halo, 

alkyl, etc.; R4 - H, alkyl; R3R4 - O; R5 - (substituted) Ph. pyridyl ; A - 
bond, alkylene, alkyleneoxy, alkyleneimino, etc.; B - bond, alkylene, O. 
alkyleneoxy, etc.; R2 - (substituted) alkyl, aryll were prepared by 

reaction 

of the corresponding oxabispidines with R16S020CH2CH2NHC02R2 [R2 as 
above; 

R16 ■ alkyl, perf luoroalkyl , (substituted) Ph) or with acrylamide, 
followed by reaction of the resulting intermediate amide with R20H and an 
agent that promotes, or agents that in combination promote, rearrangement 
and oxidation of the amide to an intermediate isocyanate, which may then 
react with R20H. Thus, 3 -benzyl-9-oxa-3 , 7-diazabicyclo [3 . 3 . 1] nonane 
dihydrochloride [preparation given] in H20 was added slowly to a 
solution of 

NaHC03 in H20; more H20 was added and the mixture was stirred at room 
temperature 

for 10 min. A solution of 2 -( tert -butyl oxycarbonylamino) ethyl tosylate 
(preparation given) in PhMe was added and the mixture was heated at 
65-70° 

for 7 h and stirred at room temperature overnight to give 
[2- (7-benzyl-9-oxa-3, 7- 

diezabicyclo [3 .3 . l } non-3 -yl ) ethyl 1 carbamic acid tert-Bu ester. 
IT 335619-16-4P 335619-1B-6P 473584-04-2P 

4735B4-06-4P 473SB4-0B-6P 

RL r IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
( Preparation) 

(preparation of (alkoxycarbonylaminoethyl ) oxabispidines by reaction of 
oxabispidines with alkoxycarbonylaminoethyl sulfonates or with 
acrylamide and ales.) 

RN 335619-16-4 CAPLUS 

CN Carbamic acid, [2 - (7- [3 - { (4 -cyanophenyl ) amino] propyl] - 9-oxa-3 , 7- 

diazabicyclo(3.3.1]non-3-yl]ethyl] -, 1 , l -dimethylethyl eater (9CI) (CA 
INDEX NAME) 
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RN 335619-18-6 CAPLUS 
CN Carbamic acid, 

N- (2- [7- ( <2S) -3- (4-cyanophenoxy) -2 -hydroxypropyl] -9-oxa-3.7- 

diazabicyclo[3 . 3 . 1] non-3-yl] ethyl) - , 1 . 1-dimethylethyl ester (CA INDEX 
NAME) 

Absolute stereochemistry. 




473584-04-2 CAPLUS 

Carbamic acid. N- (3- |7- (phenylmethyl ) -9-oxa-3, 7 -d lazabi eye lo [3 .3 .lJnon-3 
yl] ethyl]-, 1 . 1 -dimethylethyl ester (CA INDEX NAME) 



-a 



' CH 2 - CH2~ NH— C-OBu-t 



473584-06-4 CAPLUS 

Benzenesul fonic acid, 2 , 4 , 6 - trimethyl - , compd . with 1 , 1 -dimethylethyl 
N- [2 - 1 7 - (phenylmethyl ) -S-oxa-3, 7-diazabicyclo {3 . 3 . 1) non-3 - 
yl) ethyl] carbamate (1=1) (CA INDEX NAME) 

CM l 

CRN 473584-04-2 
CMF C20 H31 N3 03 



■a. 



CH 2 - CH 2 ~ NH- C-OBu-t 



t -BuO- C— NH- CH 2 ~ CH 2 



CRN 3453-83-6 
CMF C9 H12 03 S 
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RN 473564-08-6 CAPLUS 

CN Carbamic acid. N- [2 - (9 - oxa - 3 , 7-diazabicyclo [3.3.1] non-3 - yl ) ethyl ] - 
1, 1-dimethylethyl ester (CA INDEX NAME) 
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DOCUMENT NUMBER ; 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) i 
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2002:814146 CAPLUS 
137:316095 

Immediate- release formulations for 3.7 diazabicyclo 

antiarrhythmic compounds 

Hovdal, Christina; Lundgren, Anna 

Astrazeneca AB, Swed . 

PCT Int. Appl . , 8 7 pp . 

CODEN: PIXXD2 

Patent 

Engl ish 

l 



<2l 



CH 2 - CH 2 - NH- C— OBU - t 
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SE 
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-1329 


A 20010412 










WO 


2002 


-SE726 


W 20020412 



Habte 



AB An immediate release pharmaceutical formulations are provided comprising 
as active ingredient, 4 - ( ( 3 - [7 - ( 3 . 3 - d imethyl - 2 oxobutyl ) • 9 -oxa -3 , 7 - 
diazabicyclo [3.3.1] non - 3 -yl ] propyl J amino) benzonicr ile (Compound A) , 

tert-Bu 

2- [7- (3 - (4 -cyanoani 1 ino) propyl) -9 -oxa -3 , 7-diazabicyclo [3 .3.1] non -3 - 
yl] ethyl carbamate, tert-Bu 2-(7-[4- (4 -cyanophenyl ) butyl J -9 -oxa -3 , 7-diaza 
bicyclo [3 . 3 . 1 ) non-3-yl] ethylcarbamate, or tert-Bu 2 - [7- { <2S> -3 - (4- 
cyanophenoxy) - 2 -hydroxypropyl ) - 9-oxa-3, 7-diazabicyclo [3 . 3 . 1] non-3- 
yl] ethylcarbamate (Compound D) , or a pharmaceutical ly- acceptabl e salt of 



any 



08/15/2007 



10/532,223 
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of these compda . , and a pharmaeeutically acceptable diluent or carrier. 
Solid pharmaceutical compns . ore also provided comprising these 
3 , 7-diazabicyclo compds. as an active ingredient, that are suitable for 
the prepn. of immediate release pharmaceutical formulations, which may be 
prepd . , for example by f reeze-drying . The formulations and compns . are 
useful in the prophylaxis and/or treatment of cardiac arrhythmias. For 
example, Compd. A as benzenesul f oni c acid salt 70 nmol was dissolved in 
a hydroxypropyl -H-cyclodextrin/water (40:60 by wt . ) vehicle to 1 mL. 
The soly. of the salt was almost 40 times higher in this vehicle compared 
to water alone. Also, tablets were prepd. by compression of dry mixt . 
contg. 96.3 mg of dibasic calcium phosphate, 7.7 mg of sodium starch 
glycolate, 7.7 mg of HPMC, 3.8 mg of sodium stearyl fumarate, and 250 mg 
of compd. D (free base). The final tablet wt. was about 365 mg and 
disintegration time was 90 s in water (37°) . 

IT 335619-16-4P 335619-17-5P 335619-18-6P 
472961-25-4P 472961-26-5P 472961-30-1P 
472992-81-7P 472992-82-8P 472992-83-9P 
472992-84-0P 472992-85-1P 472992-86-2P 
472992-87-3P 472992-88-4P 472992-89-5P 

RL: SPN (Synthetic preparation); TKU {Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

{preparation of immediate-release formulations for diazabicyclo 
antiarrhythmic compds.) 
RN 335619-16-4 CAPLUS 

CN Carbamic acid, [2- [7- [3 - ( {4 -cyanophenyl ) amino) propyl] - 9-oxa-3 , 7- 

diazabicyclo [3 .3 . 1] non-3-yll ethyl) - , 1 , 1 -dimethylethyl ester <9CI> (CA 
INDEX NAME) 
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diazabicyclo (3 . 3 . 1) non- 3 -yl ] ethyl ] -, l , 1 dimethylethyl ester (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 472961-25-4 CAPLUS 

CN Carbamic acid, [2 - [7- ( (2S) -3 - (4 - cyanophenoxy) - 2 -hydroxypropyU - 9 -oxa -3 , 7 
diazabicyclo [3 . 3 . 1] non-3-yl) ethyl] - , 1 , 1 - d unethyl ethyl eater, 
monomethanesulfonate (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H34 N4 05 

Absolute stereochemistry. 



t - BuO— C— NH- CHj— CH2 



RN 335619-17-5 CAPLUS 

CN Carbamic acid, [2 - !7- [4 - (4 -cyanophenyl ) butyl ] - 9 -oxa-3 , 7 - 

diazabicyclop .3 . l]non-3-yl] ethyl] 1 , 1 -dimethyl ethyl ester (9CI) (CA 
INDEX NAME) 



Y 



t - BuO- C- NH- CH 2 - CH 2 



N (CH 2 U— 



RN 335619-18-6 CAPLUS 
CN Carbamic acid, 

N- [2- [7- [ (2S) -3- (4 -cyanophenoxy) -2-hydroxypropyl] - 9 -oxa-3 , 7- 



RN 472961-26-5 CAPLUS 

CN Glycine, N-benzoyl-, compd. with l , l -dimethylethyl [2- [7- [ (2S) -3- (4- 
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cyanophenoxy) -2-hydroxypropyl] -9-oxa-3, 7-diazabicyclo [3.3.1] non-3- 
yl] ethyl] carbamate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H3 4 N4 05 

Absolute stereochemistry. 




CN 



CM 2 

CRN 495-69-2 
CMF C9 H9 N 03 



r 

Ph- C~ NH- CH 2 — C0 2 H 



RN 472961-30-1 CAPLUS 

CN Butanedioic acid, compd. with 1, 1 -dimethylethyl [2- {7- [ (2S) -3- <4- 
cyanophenoxy) -2-hydroxypropyl] -9-oxa-3 , 7-diazabicyclo (3 .3.1] non-3 - 
yllethyllcarbamate (1:1) { 9CI ) (CA INDEX NAME) 

CM 1 

CRN 335619-1B-6 
CMF C23 H34 N4 05 

Absolute stereochemistry. 



t-BuO, 
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CRN 110-15-6 
CMF C4 H6 04 



H0 2 C- CH 2 - CH 2 ~ C0 2 H 



RN 4 72992-81-7 CAPLUS 

CN L-Lysine, compd. with 1, 1 -dimethylethyl [ 2 - [7 - [ ( 2S ) - 3 - ( 4 - cyanophenoxy) - 2 
hydroxypropyl 1 - 9 -oxa - 3 , 7 -diazabicyclo (3 .3.1] non-3-yl } ethyl ] carbamate 
(1:1), monohydrochloride (9CI) {CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H3 4 N4 05 

Absolute stereochemistry. 




CM 2 

CRN 56-87-1 

CMF C6 H14 N2 02 

Absolute stereochemistry. 




RN 472992-82-8 CAPLUS 

CN 2 -Naphthalenecarboxylic acid, 4 , 4 ' -methylenebis 13 -hydroxy- , compd. with 
1, l -dimethylethyl (2-[7-[{2S)-3- (4 -cyanophenoxy) -2-hydroxypropyl] -9-oxa- 
3, 7-diazabicyclo(3 .3 . 1) non-3 -yl ] ethyl] carbamate (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H3 4 N4 05 

Absolute stereochemistry. 



CM 2 

Habte 
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CRN 13 0 -85 -8 
CMF C23 H16 06 




RN 472992-83-9 CAPLUS 

CN 1, 4-Benzenedicarboxylic acid, compd. with 1 , 1-dimethylethyl 
[2- (7* ( (2S> -3- (4 -cyanophenoxy) -2-hydroxypropyl] -9-oxa-3, 7- 
diazabicyclo|3.3. 1] non-3-yl] ethyl] carbamate (1:1) (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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CRN 100-21-0 
CMF CB H6 04 



XX' 



RN 472992-84-0 CAPLUS 

CN Carbamic acid, [2- 17- | (2S) -3 - (4 -cyanophenoxy) -2-hydroxypropyl ] -9-oxa-3 , 7- 
diazabicyclo [3 . 3 . 1] non-3-yl] ethyl ] - , 1 , 1 -d imethylethyl ester, 
(2R.3R) -2,3-dihydroxybutanedioate (1:1) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H34 N4 05 

Absolute stereochemistry. 




CRN 87-69-4 
CMF C4 H6 06 



Absolute stereochemistry . 




472992-85-1 CAPLUS 

Carbamic acid, (2 - (7- [ (2S) - 3 - (4 -cyanophenoxy) 2-hydroxypropyl J 9-oxa-3,7- 
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diazabicyclo[3 .3 . 1 1 non-3 -yl] ethyl ] -, 1 , 1 -dimethylethyl ester, 
2 -hydroxy- 1,2, 3 -propanetricarboxylate (1:1) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H34 N4 OS 

Absolute stereochemistry. 




CM 2 

CRN 77-92-9 
CMF C6 H8 07 



C0 2 H 

H0 3 C~ CH 2 - C— CH 2 - C0 2 H 
OH 

RN 472992-86-2 CAPLUS 

CN Carbamic acid, [2- (7- [ (2S) - 3 - (4 -cyanophenoxy) -2 -hydroxypropyl } - 9-oxa-3 , 7- 
diazabicyclo [3 .3 . 1] non-3-yl)ethyl) -, 1 , 1 -dimethylethyl ester, monoacetate 
(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H34 N4 05 

Absolute stereochemistry. 

"YWH r 
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CM 2 

CRN 64-19-7 
CMF C2 H4 02 



I? 

HO- C- CH 3 

RN 472992-67-3 CAPLUS 

CN Carbamic acid, [2 - [7 -( (2S) -3 - (4 -cyanophenoxy) -2 • hydroxypropyl 1 -9-oxa -3 , 7- 
diazabicyclo(3 . 3 . 1 1 non-3 -yl] ethyl) - , 1,1 dimethylethyl eater, 

monobenzoate 

(salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619- IB -6 
CMF C23 H3 4 N4 05 

Absolute stereochemistry. 



t-But 




CM 2 

CRN 65-85-0 
CMF C7 H6 02 




RN 472992-88 4 CAPLUS 

CN Carbamic acid, (2- (7 [ (25) - 3 - 14 -cyanophenoxy) ■ 2 - hydroxypropyl ] - 9 oxa 3,7- 
diazabicyclo (3 .3 . 1 ] non - 3 - yl ] ethyl ] 1 , 1 - d i methyl ethyl eater, 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Absolute stereochemistry. 
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WO 2002-SE725 W 20020412 

AB Substantially crystalline forms are provided of 4- ( [3- {7- (3, 3 -dimethyl -2- 
oxobutyl) -9-oxa- 3, 7-diazabicyclo 13 .3.1] non - 3 -yl) propyl] 

amino) benzonitrile 

(Compound A) ; tert-Bu 

2- (7- [3 - (4 -cyanoani lino) propyl] - 9-oxa -3 , 7-diazabi cyclo- 

[3.3. 1] non-3-yl] ethylcarbamate; tert-Bu 2- [7- [4- (4 -cyanophenyl ) butyl ] - 9- 
Oxa-3,7-diazabicyclo[3 .3 . 1 ) non-3-yl] ethylcarbamate; or tert-Bu 
2- [7- [ (2S) -3- (4 -cyanophenoxy) -2-hydroxypropyl] -9-oxa-3 , 7-diazabicyclo- 
[3 .3 . 1] non-3-yl] ethylcarbamate and pharmaceutical ly acceptable salts 
thereof, useful in the treatment of cardiac arrhythmias. For example, to 
1.88 g of Compound A, dissolved in 23 mL Et acetate, was added 0.807 g of 
benzenesul fonic acid, dissolved in 4,5 mL methanol. The benzenesul f onate 
salt was precipitated, crystals were filtered off, washed with Et 

acetate and 

dried in vacuo (yield 1.6 g or 604). The product was recryBtd. from 
EtOH/H20 (1:1) and crystals were characterized by x-ray powder 
diffraction 
(XRPD) . 

IT 335619-16-4P 335619-17-5P 335619-18-6P 

RL; PEP (Physical, engineering or chemical process); PRP (Properties); 

PYP 

(Physical process); RCT (Reactant) ; SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PROC 
(Process) ; RACT (Reactant or reagent); USES (Uses) 

(preparation of crystalline diazabicyclo antiarrhythmic compds . for 

dosage forms) 

RN 335619-16-4 CAPLUS 

CN Carbamic acid, (2 - [7- 13 -[ (4 -cyanophenyl ) amino) propyl ]- 9-oxa-3 , 7- 

diazabicyclo{3 .3 . 1) non-3-yl] ethyl] -, 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 
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CN Carbamic acid, 

N- [2- [7- I (2S) -3- (4 -cyanophenoxy) -2-hydroxypropyl) -9-oxa-3, 7- 

diazabicyclo[3 .3 . l]non-3-yl] ethyl] -, 1 . 1 -dimethylethyl ester (CA INDEX 
NAME) 

Absolute stereochemistry. 



t-BuO, 




IT 472961-25-4P 472961-26-5P 472961-27-6P 
472961-28-7P 472961-29-8P 472961-30-1P 
472961-31-2P 472961-32-3P 472961-33-4P 
472961-34-5P 472961-35-6P 472961-37-8P 

RL: PEP (Physical, engineering or chemical process) ; PRP (Properties): 

PYP 

(Physical process); SPN (Synthetic preparation); THU (Therapeutic use); 

BIOL (Biological study); PREP (Preparation); PROC (Proceoo); USES (Uues) 
(preparation of crystalline diazabicyclo ont ia rrhyuhmi c compels, for 
dosage forms) 
RN 472961-25-4 CAPLUS 

CN Carbamic acid, [2- (7- [ (2S) 3 - (4 -cyanophenoxy) - 2-hydroxypropyl )- 9-oxa-3 , 7- 
diazabicyclo(3 . 3 . 1] non-3-yl] ethyl] - , 1 , 1 -dimethylethyl ester, 
monomethanesulfonate (salt) (9CI) (CA INDEX NAME) 



t -BuO- C— NH- CH 2 - CH 2 



l^/^N— <CH 2 )3-NH— ll^J 



RN 335619-17-5 CAPLUS 

CN Carbamic acid, [2 - [ 7 - [ 4 - ( 4 -cyanophenyl > butyl ] - 9 -oxa -3 . 7 - 

diazabicyclo (3 .3 . 1) non-3-yl] ethyl) - , 1 , 1 -dimethyl ethyl ester (9CI) (CA 
INDEX NAME) 



t -BuO C~ NH- CH 2 - CH 2 



CRN 335619-18-6 
CMF C23 H34 N4 05 



Absolute stereochemistry. 




CRN 75-75-2 
CMF C H4 03 S 



RN 335619-18-6 CAPLUS 
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RN 472961-26-5 CAPLUS 

CN Glycine, N-benzoyl-, compd. with 1 , 1 -dimethylethyl (2 - (7- [ (2S) - 3 - (4 - 
cyanophenoxy) -2-hydroxypropyl] -9-oxa -3 , 7-di«2abicyclo [3.3.1] non-3 - 
yl) ethyl] carbamate (1:1) <9CI> (CA INDEX NAME) 

CM 1 

CRN 335619-16-6 
CMF C23 H34 N4 05 

Absolute stereochemistry . 




CRN 495-69-2 
CMF C9 H9 N 03 



Ph- C- NH- CH 2 ~ C0 2 H 



472961-27-6 CAPLUS 

Carbamic acid, { 2 - [7- (4 - (4 -cyanophenyl ) butyl] - 9-oxa-3 , 7- 
diazabicyclo [3 . 3 . 1] non-3-yl] ethyl] -, 1 , 1 - dimethylethyl eater, 
monomethaneaulfonate (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-17-5 
CMF C24 H3 6 N4 03 



L4 ANSWER 16 OF 18 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



t - BuO- C~ NH- CH 2 - CH 2 



n^ f-Y c 



CRN 75-75-2 
CMF C H4 03 S 



T 



472961-28-7 CAPLUS 

Carbamic acid, [2- (7- [4 - (4 -cyanophenyl ) butyl ) - 9 -oxa -3 , 7 - 
diazabicyclol3 . 3 . 1] non-3-yl) ethyl} - , 1, 1 -dimethylethyl ester, 
mono(4-methylbenzeneauUonate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-17-5 
CMF C24 H36 N4 03 



t - BuO- C- NH- CH 2 - CH 2 



CRN 104-15-4 
CMF C7 H3 03 S 
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XX" 



RN 472 961-29-8 CAPLUS 

CN Glycine, N- ( ( l , l • -biphenyl] -4 -ylcarbonyl ) - , compd. with l , l -dimethylethyl 
[2-{7-({2S)-3- (4 -cyanophenoxy) -2-hydroxypropyl) - 9-oxa- 3 , 7- 
diazabicyclo(3 . 3 . 1] non-3 -yl) ethyl] carbamate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-16-6 
CMF C23 H3 4 N4 05 

Absolute stereochemistry. 




CRN 110-15-6 
CMF C4 H6 04 



H0 2 C- CH 2 - CH 2 - C0 2 H 




RN 472961-31-2 CAPLUS 

CN Glycine, N- (3,4 -dichlorobenzoyl ) - , compd. with 1 , 1 -dimethyl ethyl 
[2- (7- ( (2S> -3- (4 -cyanophenoxy) -2-hydroxypropyl] -9-oxa-3, 7- 
diazabicyclo(3 . 3 . 1] non-3-yl 1 ethyl] carbamate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-16-6 
CMP C23 H34 N4 05 

Absolute atereochemiatry. 



CRN 75446-59-2 
CMF C15 H13 N 03 



r 



NH-CH 2 -C0 2 H 




472961-30-1 CAPLUS 

Bucanedioic acid, compd. with 1 , 1-dimethylechyl [2- [7- [ (2S) -3 - (4 - 
cyanophenoxy) -2-hydroxypropyl) -9-oxa-3, 7-diazabicyclo (3 .3 . 1) non-3- 
yl) ethyl] carbamate (1:1) (9CI) (CA INDEX NAME) 

CM 1 



CRN 17321-80-1 
CMF C9 H7 C12 N 03 



CRN 335619-18-6 
CMF C23 H34 N4 05 



Absolute atereochemiatry. 
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C-NH-CH 2 -C0 2 H 



RN 472961-32-3 CAPLUS 

CN Glycine, N- (2-naphthelenylcarbonyl ) compd. with 1 , 1 -dimethylethyl 
[2- {7- I (2S) -3- (4-cyanophenoxy) -2-hydroxypropyl I -9-oxa-3. 7- 
diazabicyclo [3 .3 . 1] non-3-yl) ethyl) carbamate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMP C23 H34 N4 05 

Absolute stereochemistry. 




RN 472961-33-4 CAPLUS 

CN Butanedioic acid, tetramethyl - , compd. with 1, 1-dimethylethyl 
12- (7- ( (2S) -3- (4-cyanophenoxy) -2-hydroxypropyl] -9-oxa-3 , 7- 
diazabicyclo [3. 3. l) non-3 -yl) ethyl) carbamate (1:1) (9CI) (CA INDEX NAME) 

CM 1 
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CRN 335619-18-6 
CMF C23 H3 4 N4 05 

Absolute stereochemistry. 




CM 2 

CRN 63 0-51-3 
CMF C8 H14 04 

Me Me 
H0 2 C-C— C-CO2H 
Me Me 

RN 472961-34-5 CAPLUS 

CN 1 , 2 -Cyclopentanedicarboxyl ic acid, (lR,2R)-rel , compd. with 

l, l -dimethylethyl (2- (7 [ <2S) -3- (4-cyanophenoxy) -2 • hydroxypropyl | -9-oxn- 
3,7-di82abicyclot3.3.l]non-3-yl)ethyl]carbamace (1:1) (9Ct) (CA INDEX 
NAME) 

CM 1 

CRN 335619-16-6 
CMF C23 H3 4 N4 05 

Absolute stereochemistry. 
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CM 2 

CRN 1461-97-8 
CMF C7 H10 04 

Relative stereochemistry . 




COjH 

RN 472961-35-6 CAPLUS 

CN Butanedioic acid, 2 , 3 -bis (benzoyloxy) - , (2S.3S)-, compd. with 

1, 1-dimethylethyl (2- (7- [ (2S) -3- (4-cyanophenoxy) -2-hydroxypropyl J -9-oxa- 
3 , 7-diazabicyclo [3 , 3 . 1] non-3-yl) ethyl] carbamate (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H34 N4 05 

Absolute stereochemistry. 



t - BuO> 




CM 2 

CRN 17026-42-5 
CMF C18 H14 08 

Absolute stereochemistry. Rotation (+). 
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RN 472961-37-8 CAPLUS 

CN Butanedioic acid, 2 , 3 -bis [ (4 -methylbenzoyl ) oxy) - , (2S,3S)-, compd. with 
l, l-dimethylethyl [2 - [7 - [ (2S> -3 - (4-cyanophenoxy) -2-hydroxypropyl) -9-oxa- 
3, 7-diazabicyclo [3 . 3 . 1) non-3-yl] ethyl) carbamate (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H3 4 N4 05 

Absolute stereochemistry. 




CM 2 

CRN 32634-68-7 
CMF C20 H18 0B 

Absolute stereochemistry. Rotation (+). 




Me 
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AB A modified release oral pharmaceutical composition is provided 
comprising an 

active ingredient, i.e., 4* (13- [7- (3, 3 -dimethyl 2-oxobutyl ) 9-oxa-3.7- 
diazabicyclo- {3 . 3 . 1] non-3 -yl ] propyl) amino) benzoni tri le (Compound A), 
tert-Bu 

2- [7- 13- (4-cyano-ani 1 ino) propyl ] -9-oxa -3 , 7 -dinzabi cyclo (3.3.1) non- 
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3 -yl 1 ethyl carbamate, tert-Bu 2- {7- (4 - (4 -cyanophenyl ) butyl ] - 9-oxa -3 , 7- 
diazabicyclo [3 . 3 . 1) non-3 -yl] ethylcarbamate , or tert-Bu 
2 - [7 - [ (2S) -3 - (4-cyanophenoxy) -2-hydroxypropyl] -9-oxa -3 , 7- 
diazabicyclo [3 . 3 . 1) non-3 -yl] ethylcarbamate , or a pharmaceutical^ 
acceptable salt, such as a benzenesulf onate or toluenesul f onate salt, 
embedded in a polymer matrix. The compns . are useful in the prophylaxis 
and/or treatment of cardiac arrhythmias. For example, sustained-release 
tablets were prepd. by compression of a polymer (hydroxyethyl cellulose 

polyoxyethylene) dry mixed with the antiarrhythmic compd. Compd. A (free 
base or benzenesulf onate salt) in a wt . ratio of 1:1. Tablets had a 

of 10 mm and wt . of about 250 mg. The hydroxyethyl cellulose tablets 

coated with a 10% hydroxypropyl Me cellulose soln. 
335619-16-4P 335619-17-5P 33S619-18-6P 
472961-25-4P 472961-26-5P 472961-27-6P 
472961-28-7P 472961-29-8P 472961-31-2P 
472961-32-3P 472961-37-BP 

RL: SPN {Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(modi f ied-release formulations for antiarrhythmic diazabicyclo compd s . 

based on polymeric matrixes) 
335619-16-4 CAPLUS 

Carbamic acid, [2- (7- {3- I (4 -cyanophenyl) ami no) propyl) -9-oxa-3, 7- 
diazabicyclo[3.3.1]non-3-yl)ethyl) 1 , 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 



L4 ANSWER 17 OF 18 CAPLUS COPYRIGHT 2007 ACS On STN 
Absolute stereochemistry. 



t - BuO- C~ NH- CH 2 ~ CH 2 



Ka 1 




472961-25-4 CAPLUS 

Carbamic acid, [2-(7-[(2S)-3 - (4-cyanophenoxy) -2-hydroxypropyl ) - 9 -oxa-3 , 
diazabicyclo (3 . 3 - 1) non-3 -yl) ethyl) - , 1 , 1 -dimethylethyl ester, 
monomethanesulfonate (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMP C23 H34 N4 05 



Absolute at 




RN 335619-17-5 CAPLUS 

CN Carbamic acid, (2 - 17- [4 - (4 -cyanophenyl ) butyl ) -9-oxa -3 , 7- 

diazabicycloU .3 . 1] non-3-yl) ethyl] - , 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



75-75-2 
C H4 03 



t - BUO- C— NH — CHj- CH2 



RN 335619-18-6 CAPLUS 
CN Carbamic acid, 

N- [2- [7- ( (2S> -3- (4-cyanophenoxy) -2-hydroxypropyl] -9-oxa-3, 7- 

diazabicyclo(3 .3 . 1] non-3 -yl] ethyl] - , 1 , 1 -dimethylethyl ester (CA INDEX 
NAME) 



Habte 



472961-26-5 CAPLUS 

Glycine, N-benzoyl-, compd. with 1 , 1 -dimethylethyl [2 (7 [(2S)-3-<4- 
cyanophenoxy) -2-hydroxypropyl ] - 9-oxa - 3 , 7 - di azobi cyclo [3 .3.1) non 3 - 
yl) ethyl) carbamate (1:1) (9CI) (CA INDEX NAME) 



CRN 335619-18-6 
CMF C23 H34 N4 05 
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CM 2 

CRN 495-69-2 
CMF C9 H9 N 03 



r 

Ph- C~ NH- CH 2 ~ C0 2 H 

RN 472961-27-6 CAPLUS 

CN Carbamic acid, [2- {7- (4- (4 -cyanophenyl ) butyl ] -9-oxa-3, 7- 

diazabicyclo(3 . 3 . 1] non-3-yl] ethyl] - , 1 , 1 -dimethylethyl eater, 
monome thane sulfonate (9CI) <CA INDEX NAME) 

CM 1 

CRN 335619-17-5 
CMF C24 H36 N4 03 




CM 2 

CRN 75-75-2 
CMF C H4 03 S 
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I? 

HO-S-CH 3 
O 



RN 472961-2B-7 CAPLUS 

CN Carbamic acid, {2- (7- [4 - (4 -cyanophenyl) butyl ] -9-oxa-3, 7- 

diazabicycloU . 3 . 1] non-3-yH ethyl) - , 1 , 1 -dimethylethyl ester, 
mono<4-methylbenzenesulfonate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-17-5 
CMF C24 H36 N4 03 



t BuO- C- NH- CH 2 - CH 2 




CM 2 

CRN 104 15-4 
CMF C7 H8 03 S 




RN 4 72 961 -29- B CAPLUS 

CN Glycine, N- ( [1, 1 ' -bi phenyl) -4-ylca rbonyl ) - , compd. with 1 , 1 -dimethylethyl 
[2-[7-[(2S)-3- (4 -cyanophenoxy ) - 2 -hydroxypropyl ] - 9 -oxa-3 , 7 - 
diazabicycloU .3 . l] non-3 -yl ) ethyl ) carbamate (1:1) (SCI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H34 N4 05 

Absolute stereochemistry. 
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CRN 75446-59-2 
CMP C15 H13 N 03 



"a 



NH — CH 2 — CO2H 



472961-31-2 CAPLUS 

Glycine, N- (3,4 -dichlorobenzoyl ) - , compd. with 1 , 1-dimethylethyl 
(2- 17- ( (2S) -3- (4 -cyanophenoxy) -2 -hydroxypropyl] -9-oxa-3, 7- 
diazabicycloU. 3 . 1] non-3 -yl] ethyl] carbamate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H34 N4 05 



Absolute stereochemistry . 
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C— NH-CH 2 -C0 2 H 



RN 472961-32-3 CAPLUS 

CN Glycine, N- ( 2 - naph thalenyl ca rbonyl )- , compd, with 1 , 1 - dimethyl ethyl 
(2- (7 - [ (2S) ■ 3 - (4 -cyanophenoxy) - 2 - hydroxypropyl ] • 9 oxa 3,7- 
diazabicyc)o [3 .3 . 1] non-3 -yljethyl] carbamate (1;1) (9C1) (CA INDEX NAME) 



Absolute stereochemistry. 




CRN 69826-63-7 
CMF C13 Hll N 03 




CRN 17321-60-1 
CMF C9 H7 C12 N 03 



Habte 



C— NH— CH 2 — C0 2 H 



472961-37-8 CAPLUS 

Butanedioic acid, 2 . 3 -bxa { (4 -methylbenzoyl >oxy] - , (2S,3S)-, compd. with 
1, 1-dimethylethyl [2- (7 - I <2S) -3 - (4 -cyanophenoxy) -2-hydroxypropyl ) -9-oxa- 
3, 7-diazabicyclo[3 .3 . 1] non-3 -yl] ethyl] carbamate (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 335619-18-6 
CMF C23 H3 4 N4 05 
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OTHER SOURCE(S): MAR PAT 134:326548 

GI 



O 




AB R1Z1Z2CR2R3Z3R4 [Rl - (un) aubs t i t ut ed alkyl; R2 - H, halo, alkyl, nlkoxy. 
etc.; R3 - H or alkyl, R2R3 » O; R4 - (un ) subs t i tuted Ph or pyritlylj Zl 

(alkyl -substituted) 9 -axa -3 . 7 -d i azabicyclo (3 . 3 . 1 ) nonane -3 , 7 diyl ; Z2 » 
bond, alkylene (oxy) , alkyleneimino. etc.; groups cited for Z2, 
alkylenethio, etc.] were prepared as antiarrhythmic agents (no data). 

Thus, 

2, 6 -diiodomethyl -4 -phenylsulf onylmorphol ine (preparation given) was 
cyclocondensed with PhCH2NH2 and the product converted in 4 seeps to 
tert-Bu 9-oxa-3 , 7-diazabicycloU • 3 . 1] nonane-3 -carboxylate which was 
N-alkylated by ClCH2COCMe3 and the deprotected product N-alkylated by 
4- (NC)C6H4CH2CH20S02Me (preparation given) to give title compound I. 
IT 335619-16-4P 335619-17-5P 335619-18-6P 

335619- 20-OP 335620-25-2P 3 3 5620 - 57 - OP 

335620- 86-5P 335620-91-2P 335620-92-3P 
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335620-93-4P 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological 

study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of 9 -oxa - 3 , 7 -diazabicyclo (3 . 3 . 1] nonanes aa antiarrhythmic 
agents) 
RN 335619-16-4 CAPLUS 

CN Carbamic acid, [2- [7- [3- [ (4 -cyanophenyl ) amino) propyl ] -9-oxa-3, 7- 

diazabicyclo (3 .3 . 1) non-3 -yl J ethyl ) -, 1 , l-dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t -BuO~ C- NH~ CH2— CH2 



- (CH 2 )3-NH 



RN 335619-17-5 CAPLUS 

CN Carbamic acid, [2- 17- (4- (4-cyanophenyl)butyl ] -9-oxa-3, 7- ~ 

diazabicyclo [3 .3 . l) non-3 -yl] ethyl 1 l , l -dimethylethyl ester\(9Cl> I CA 
INDEX NAME) 



t -BUO- C- NH- CH2~ CH 2 



\s°,* — (ch 2 )4— K^y 



RN 335619-18-6 CAPLUS 
CN Carbamic acid, 

N - [2- (7- ( (2S) -3- (4-cyanophenoxy) -2 -hydroxypropyl] -9-oxa-3,7- 

diazabicyclo(3 . 3 . 1] non-3 -yl] ethyl] - , 1, l-dimethylethyl ester (CA INDEX 
NAME) 

Absolute stereochemistry. 
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(Continued) 



RN 335619-20-0 CAPLUS 

CN Carbamic acid, [2 - (7- [4 - (4 -pyridinyl ) butyl 1 - 9 -oxa - 3 . 7 ■ 

diazabicyclo [3 . 3 . 1J non-3 -yl) ethyl) - , 1 , 1 -dimethyl ethyl eater (9CI) (CA 
INDEX NAME) 



t - BuO C- NH- CH2~ CH2 



RN 335620-25-2 CAPLUS 

CN Carbamic acid, (3 - [7 - [2- (2, 4 -dicyanophenoxy ) ethyl ) - 9 -oxa -3 , 7 - 

diazabicyclo[3,3.1}non-3-yl]ethyl) -, 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



t - BUO- C— NH- CH 2 ~ CH 2 



N CH 2 -CH 2 -0 ^ 



RN 335620-57-0 CAPLUS 

CN Carbamic acid, [2- [7- (2- (4 - cyonophenoxy ) ethyl ] - 9 -oxa-3 , 7 - 

diazabicyclo [3 .3 . 1 J non - 3 - yl ) ethyl I -, 1 , 1 -dimethyl ethyl ester (9CI) (CA 
INDEX NAME) 



t - BuO- C— NH- CH 2~ CH 2 



^\/ 0 / N CH 2 -CH 2 -0 



RN 335620-86-5 CAPLUS 

CN Carbamic acid, [2 - (7- (3 - (4 -cyanophenoxy) propyl ) - 9 -oxa-3 , 7- 

diazabicyclo [3.3. 1] non-3-yl ] ethyl J - , 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 
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t - BuO — C — NH - CH 2 -CH2 



[^y° y N— !CH 2 ) 3 -0— <^ 



RN 335620-91-2 CAPLUS 

CN Carbamic acid, 12- [7- {2- (4 - ni trophenoxy) ethyl ) -9-oxa-3 , 7- 

diazabicyclo[3.3.1]non-3-yl)ethyl) 1 , 1 -dimethylethyl ester (9CI) (CA 
INDEX NAME) 



ff 



t - BuO- C- NH- CH 2 - CH 2 



O fY" 

\/° N— CH 2 - CH 2 - O— 



RN 335620-92-3 CAPLUS 
CN Carbamic acid, 

(2- (7- 12- (4- [ (methylaulfonyl) amino] phenoxy] ethyl) -9-oxa-3,7- 

diazabicyclo[3 .3 . 1 ] non-3 -yl] ethyl] -, 1 , 1 -dimethylethyl ester (9CI) 
INDEX NAME) 



I I? 

t-BuO-C-NH- CH 2 -CH 2 11 



\^ N— CH 2 - CH 2 - O-il^J 0 



335620-93-4 CAPLUS 

Carbamic acid, {2- [7- [2- (4 -aminophenoxy) ethyl] -9-oxa-3 , 7- 
diazabicyclo[3.3.l]non-3-yl)ethyl] -, l, l-dimethylethyl ester (9CI) 

INDEX NAME) 



- NH- CH 2 - CH 2 



» CH 2 - CH 2 - O 



Habte 
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